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(57) Abstract 

In the process of analyzing changes in gene expression by TNFa in human umbilical vascular endothelial cells, a gene showing 
enhanced expression due to the stimulation with TNFa was isolated. As the result of screening with the use of this gene as a probe, a gene 
encoding a novel protein was isolated. By analyzing the protein encoded by the thus isolated gene, it has been found out that this protein is a 
novel one which has never been reported hitherto and has a PDZ domain in its molecule playing an important role in protein/protein 
interactions. 
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pdz Yuymn-zmtzty^t'M. 

So 

mm 

PDZM-f >£*ff£# W^H^L"^ hDlg. ZO-K p55, 

Dsh N LIN-7, InaD. Pmi/FAPl&£#«£*lT:fc £*l£> ttPDZ7 7 ^ U - * 
£WU:ft-0^o mva.&i/i-rzm* (post-synaptic densi 

ty protein) PSD-95£:fc^T. r Gly-Leu-Gly-Phe(GLGF)j ©47**7 

KO^-7 £^tf&8Q73rM907* ^ 7 m& 6 feS 3@©l£ D £ L^##£-f -5 
Ci:tf|5l^^tLfe(Neuron 9, 929-942 (1992)) 0 CO M >f >#Ht#S' 

a^-H^ictJEdlra^ 7— V-\ $mU9ytW$\gk (Drosoph 
ila lethal(l) discs large-1 tumor suppressor protein DlgA) (Cell 66, 451 
-464 (1991)), (tight junction protein Z0-1) (J. C 

ell Biol. 121, 491-502 (1993))07 W^JtC* j&^tH3tU Z<Dm*)MLm 
flifcJu PSD95, DlgA, ZO-l<Offl*^4i:oT rpDZK^-f >j tZttttbtltz (GL 
GF 'J £- r- -^DHR (DlgA homology region) h* * 4 > h & Df ttft* ) • PDZ h*^ ^ 

fc-fSCiuWil&tlTfctK 09x.yU PSD-95*Wt7!SttNMDAgg#2B(Kornau, 
H.-C, et al. (1995) Science 269, 1737-1740) , *>x-*-l!* U >7/»-f * 

>^v>*;i/ (Shaker-type K + channel) (Kim, E. et al. (1995) Nature 378, 
85-88)fc££r££fc#*De>ftT^£o hDlg*>/t*Rtt*flltt^Mi£«fi 
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iVAPC (adenomatous polyposis coli tumor suppressor gene/APC) On— 
W^gh(Matsumine et al. (1996) Science 272, 1020-1023), Dsh 
;^K&Notch*W^K£:(Axelrod, J.D., et al. (1996) Science 271, 1826 
-1832) , mm^t^Zt^m^^tiX^^o tit, InaD*W^K&'>3'^ 
a ^^(DffiMi' V ± )\/ fcM.ii 7. >7— K (Drosophi la visual signal transduct 
ion cascade) Z&ifeLZ^ZCa. z+ ?*>*)l* >^?MZ&Zmtm&tZZ. 
£#fB££tl-0>£(Shieh, B-H. and Zhu, M. Y. (1996) Neuron 16, 991-998) 

*W^St(p55, Dsh), 2oWf <2>fcO(SIP-l: J. Yanagisawa et al. J.Biol. 
Chem. 272, 7167-7172 (1997)), Z-D%tZ *><D(PSD-95, hDlgk S~DtetZ>*><D 
(InaD, PTPL1/FAP1), 7o*|f £ &©(GRIP: H. Dong et al. (1997) Nature 386, 
279-284) , \ZmiT%*><D (Christoph Ullmer .et al. (1998) FEBS Letters 42 
4, 63-68) ^mttiZo £tz, m^^^lZ^Z * W^fC^O 

$C:fc^T4oPDZ h*;W >£*T3^7^ F£n- Kf 3it£^#$BS£*lfc 
(GeneBank 1997^5^ 18B^, Accession number AF000168)„ PDZ M f >£W 
-rs*W^SO£fci, iKo^mi^S^ ^fflUT, C*{c#SfS TThr 
/Ser-Xaa-Valj (XaaiiffigUDT' ^ J Ctt3l$;ft£37^K;&»&fc3i6fc!k 

^ti?>©* >;^m©# < &mnm.$i<D# y^^nzh^o, mm^zot/^^ji 
Bm<Dm&z$ktc\,z^zz.tifi¥m£tiz(ms 21, 455-458 (1996), J. Ya 

nagisava et al. (1997) J.Biol. Chem. 272, 7167-7172 )„ 
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*«GJ3#&tts t h»»Jfll«rtJSiMiaOTNFaC<fcSae^lB3RO*ft*»*f b 
?§7D-7i:lTX^ 'J-->^£fro£^3, ir«fc*l"**JI*=i-r* 

¥HiSgPffi* ct 7*7 -T 2/ > ^©ffiJl^ «fc D -ocoae^A* & g & £ 'J>& < J: 
« 5 o©teM«tf£ £ UBS Lfc. 

(1) IS?'J#^: K 2> 8 2, 8 3*fctt8 4£ffitt©7 5 yKffi*Jfr&& 

(2) i£?iJ#^:K 2, 8 2, 8 3 g=fctt 8 4 KiBIBOT 7 ^ smtmtis^ 
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(3) (1) gsfctt (2) lzmM<D*>/WMt, 'j>%<ti> loom&ra 

(4) (1) fr& (3) OV^tifrtcfBifcCD^ — KTSDNAn 

(5) IE?'J#-^: 2{CIB®©^IB?!J^^^SDNA* L<li^CD-a5{C^r^ 

(6) (4) lztam®DNA£^tf^*- x 

(7) (4) (C|3«0DNA5^Rl^{C^f 

(8) (7) iztmmmm%ifcz%mTZT.m:Z<gts. (i) (3) © 

(9) (1) fr£> (3) ©VNrti^{cfB^^>^^Ht:^^>^^W^g 

«me,^>/^M(c^-r^^>/^g^M^-ri.xs*^tfs (i) 

%tz\± (2) £fBf&©*W^SC S*W^SC0**'J-^>^;^ 

do) (i) £tz& (2) \zum(D*>/^n£fcm>fc?(D&te?m®z 
mmzv, (i) £tz\* (2) {ciBmo^>^^K{c^t-5itfe^»^ 

TSSHS^MiR-f SX3§£^tr> (1) £1t\± (2) KgB«<D# W^ff£ig 

(in (i) %tz\± (2) tz$m(o*>ji?n£m&Tz*>'mn, 

(12) (9) £ia$©#&££ D#g|b5 (1 1) (ClBmcD^^^^^ 

(13) (i) (2) £f>m<D*>^?ntzi££t%*y^?nz3- 

(14) (1 0) KHB*^;fr&tC<fc«&L5 2K (1 3) tmmvMB^ 

(is) (i) (2) £tm<D*>ji?nizm£tz>tji{*; cuno 

fcfc, **i!8Cii>t r PDZ YtJ >iB^Uj fctt, rciy-Leu-Gly-Phej £fctt 
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S 

* (DMUT X J Wtfr t> £47 S J m<0^9— 7 £^tf ^80ftS907 z.;m&c>te 
Zmmzm? (TIBS 20,pl02-103(1995)#j®) o 

*%w&, ?n\<*j>m}z%tz$iM-&*>^?n£mtz> 0 pdz > 

S 21, 455-458 (1996), J. Yanagisawa et al. (1997) J.Biol. Chem. 272,716 . 
7-7172 ) 0 

$yrt>7m.(DTx;w&m*, zti^nmvm^ •. 1; 2, 8 2, 83, 8 4t 

W^Ktt, T^&U^CDs 69-158& (EWf : 4) > 371~461ffi (E?'J 
« : 5) x 520-615& (E#J#-f : 6) % 649-734$ (E?'J#-t : 7) , 782—86 
5ft (ffi?U« : 8) , 928-1013& (E8I#^ : 9) > 1024-1108& (E?J#^ : 
10) , 1161-1249& (IE#J#^ : 11) , 1286-1373& (E9U#^ : 12) C9o© 
PDZM-OEflifc^LTV^ (S8#ra) 0 

*^ Hfc.<*8W(0*>/l*JtC£*ft5Eai#^: 2t§3*£®7^^E 
5U*&&5^W^Hl±, E*W§: 1 fcSBttO>7S yMfl|©£369*p&1373tf 

Wm^: 2tZtm<D*>rt?W&. TUmsmtpO. 3-93#, 152-247&, 
281-366&, 414-497&, 560— 645<i. 656-740&, 793-881&, 918-1005&£ 
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tt8o©PDZM>f >ffi8l£#l,T^*o Lfrb&#£, E*J« : lfc:B«CD* 

M£ 5) x fcitfPDZM-f >#*W**H-* W^JMaoffiSf^Mt: 

:©MO #$£1" £ £ (3 J; & ST ft$fflj&-?&0ffi!tt ttSfc 3 ^T7i/® fB 

WM*t>t£%Z^>V7n (32-8-la*Wl*H) &, IE?'J#^ : 1 IZ&®<7)71; 
KlB?!jfr£>fcS* W<£ h--r-ScDNA©5'±^^^tft bflwfi&GDcDNA 
©i£3t££ DJim£ftfccDllA33J:tfE7!J#^ : 1 Cffia<D7 5 >> KiE^JiP&J&S 
*W^££3-KT*clMIA (E5U#^ : 3) ®%&\<Dm&K.& b&feHtllt, 
20007- ^. ;Hi>^5^W^ft-eifcS, 32-8-la* W^g|±, 7" 5 ^ StlE?!! 1 } 1 
©, 133-222$, 253~335{i N 373-461$, 549-632$. 696-784$, 1004-10 
87$, 1147-1240$, 1276-1361$, 1409-1492$, 1555-1640$, 1651-1735 
$, 1788-1870$, 1913-2000$lCfH3G9PDZb-pW >ffifll££LT^3 (02 5 

^Jn» ) o 

I^C<^:%BjCD^>>'^^C^ttiS, 32-8-la*Wi^£n-K1-3 

(32-8-lb* W1£W) *iVE5««: 8 4 ( 32-8-lc* >/t*JO (c^-fo 32 
-8-lb* > £ Jia:, 32-8-la# > * ft IW C 130PDZ K ;W > 4 «8 L T 3 , 
20707 ^»*&45^W^»"C*S. 32-8-lb* >^ £ ^OPDZ K ^ -f >fcfc, 
7^$1E?'J*0, 133-222$, 253-335$, 373-461$, 549-632$, 696-7 
84$, 1004-1087$, 1147-1241$, 1346-1431$, 1479-1562$, 1625-1710 
$, 1721-1805$, 1858-1946$, 1 983-2070$ So 
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-2k 32-8-lc*>^*Ktt, '>>^©$SS, ^h^^Uf;^ 

32-8-la* >? g-£32-8-lb* > * Jf «fc t) * t & D , 7CPDZ M >f > * 

ffistzvmy x smtbtt** > w 'ire&ao 32-8-ic* w^hopdzm 

r^KEfll*^ 133-222&, 253~335#, 373-46 lfo 549~632{tiU 
696~784&, 1004M087&, 1 147— 1239& 2> o 

©MS*©* w^RTfca c i:(cJtLTx EB*±^Krt:Sll*S«*Wr* • 
IP*k ffe©£$l (0d;t«> v^7yh) ft*©* W^ST'tet thoM 

*«E©*wt*Ktiu 5e«R©^>^^R©fBi % &fc=?m.frWkz.smzw% c 

ffi#C£££-&fcr7'r-7 l -r - jb^AllJ; !K t hCS^IlJfortJ&tfflJia (HUVE 
MZ.lt. Wilchek£©;Si£ (Wilchek et al. Methods Enzymol. 104, p. 3-55(1 984)) 

#$BlB©*W^HS:fci\ iE3Wf : K 2, 8 2s 8 3^fe{i8 4(z 

fctt. r$7ft©g&, N-ira^^JCck t)> T^y^»J(3ij^T. 

2, 8 2, 8 3 $fctt8 4t:IB*07^yeE5«i:lt«LTl1BBf 
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ttH&Ui TThr/Ser-Xaa-Valj (Xaa&ffigGDTi* ;&mm fr£>tem&&7 Z 
J&^l—y&ft&t* (Science 269, 1737 (1995), Nature 378, 85 (199 
5), Science 277, 1511 (1997), Neuron 20, 693 (1998), Oncogene 16, 643 (1 
998), Journal of Biological Chemistry 273, 1591 (1998), Science 272, 102 
0 (1996), Proc. Natl. Acad. Sci. USA 94, 6670 (1997), Proc. Natl. Acad. 
Sci. USA 94, 11612 (1997), J Neurosci 18, 128 (1998), J Neurosci 16, 740 
7 (1996), Nature Biotech 15, 336 (1997), FEBS Letter 409, 53 (1997), Nat 
ure 386, 284 (1997), Nature 386, 279 (1997), Nature Structure Biol 5, 19 
(1998), J. Neorosci 16, 24 (1996), Journal of Biological Chemistry 272, 
24191 (1997), Science 271, 1826 (1996), TIBS 21 455 (1996), CELL 85, 19 

5 (1996), Neuron 18, 95 (1997), Proc. Natl. Acad. Sci. USA 94, 12682 (19 
97), Journal of Biological Chemistry 272, 8539 (1997), Journal of Biolog 
ical Chemistry 272, 24333 (1997), Journal of Biological Chemistry 272, 7 
167 (1997), Proc. Natl. Acad. Sci. USA 94, 13683 (1997), Nature 392, 667 

6 (1998), Journal of Biological Chemistry 272, 32019 (1997), Mol Biol Ce 
11 9, 671 (1998)#M) o 

&<D7K ;m*&£TZJ5&£LTte, 0"J;LJ£, Kunkeie>6D£& (Methods Enzy 
mol , 85 , p2763-2766 ( 1 988 ) ) -£PCR (polymerase chain reactionS/fc) £*JELfc 
m%X&&Zo Kunkeli£-C-i±; t§MhfcM*^NA£Siirf £Pg£, fe£tl 
Tdut\ \m~<D*ffiM%mmTZZ£X$7i>'ft*%L>)&S-£Z < > ZQtr?*/^ 

#4 in vitroT*f?-5o dftCfc ^MMiLtz^y^Jl^tsMhMtcD-^mWK^ 
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DNAIS #lf M htti-^X DNAn J5£# fr t>tl%o ^tt«j*WCgeilCD*A 
StifcDNAftfc5£i:#-C#S, PCR*jpJfflUfcSEHO*XJ±, 0*2. M 

-ftMSWMftLTPCRftfxV^ *OPCRS«Jft«^l/fcafc2oOfWIR»*OB« 
M £ it t± * ©MM ® 1E?'J ft £fc 79 -f v~T?DNAft JflB U * © * C £ m X 

#;L£Ci:T-^##AT*£3 (Saiki et ai.1988 Science 239,p487-491;Curr 
ent Protocol in Molecular Biology, Greene Publishing Associates and Wiley 
-intersciencemJ£,Unit8.5. 1-8.5. 10(1997) N H®fcg^#Jffi *f« fc^X^N 
>K7y£,:£±*J:,p251-261) , fc:fc\ «|l6«»*#:C*^TBai*n*7 , ^>' 
107$;Kfi*rt-Cfc»K #£L< 1*675 >>ttWrt cf 
&t»*b<«437^yK|Slrt-eft5o 

£fc> #SBBJJB\ ±B*IBW®*W*#Jlft3-l e r*DNACWT*. #S6W® 
^W^fCftu-h-TSDNAH:, cDNAT & x £V ADNATA J: < > £££fi£DNAT-& 
ot*«t^ *«R8®DNAtt. *«MO^>^^Hftiaa^^>^^Hi: 

LT^«rsfc«>t«ffluaso bp*, *«uacD^w^Hft3-K-r5DNAft3a 

S^^-CiAU K^**-ft»^fclTOC#ALT»fc«ME!JM* 
ft«*U *a*-fr^>^^frft»a»-r*^i:t:«t D*«WO^>^^Rft»!ft 

0*fflflg(Chinese hamster ovary cell), CQffl&iV)lW-lim&Mi&&&.&£&Z 

(Current Protocol in Molecular Biology, Greene Publishing Associates and 
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Wiley-Interscience,Unitl6. 12-16.14(1991)) . ^P? — £LZ&, pSV2neo-£ 
pcDNAI,pCD8,pRcRSV,pREP4,pCEP4 U>tFDyx>t) > pMAM.pMAMneo (*P 
>xy^$t) x pCI-neo mammalian expression vector, pSI-neo mammalian expr 
ession vector, pTARGET™ mammalian expression vector (7*Pp<#4±) & 

xT^jtfoyx (n&tm^mm sfate^x^A^K^y^ $±a, P238-2 

44) x L1K>LXSN^*— >1>-X N * CDgfe^SpBabe^^ U -X MFG^ 

¥±*L p245-250 N Current Protocol in Molecular Biology, Greene P 
ublishing Associates and Wiley-intersciencetfjJig,Unit9. 10. 1-9. 14. 3(1992)) , 
i/> H tfX£>f ^^^-f ;i/X (Current Protocol in Molecular Bi 
ology.Greene Publishing Associates and Wiley-intersciencefcBJ&,Unitl6.15. 
. 1-16.19.9(1992)) &ZlZ£r>ZbMfr&Z9>Mm<D£m%'fTOZ£tfi-(:%Zo 

£fcSF21,SF9,High Five™|fflJ3S^i:-CDtg^ia»$r#ii: LT^JfflT^ d 

>A*fl@t&,¥±#,pl67-171(1994K 0Reilly,D.R.et al. :Baculovirus e 
xpression vectors, A laboratory Manual, Oxford University Press(1992)) » /t 
*jl d ;i/X$ggi^ ?-b LT (ipBacPAK8,9,pBacPAK-Hisl/2/3-^pAclIW31 
(^nv^y^ttR) x pBlueBac U >C hDi?i>tt) x pBACpBACgus (Nova 

-^-hLTti, SV40#JJ8:7*p^-*-(Rigby In Williamson (ed,),G 

enetic Engineering, Vol.3. Academic Press, London, p. 83-141 ( 1982 ))> EF-1 
a7P^-*-(Kim£> Gene 91, p.217-223 (1990)), CAG7*P^-*-(Niwa et 
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al. Gene 108, p.193-200 (1991)), RSV LTRTP^E-^HCullen Methods in 
Enzymology 152, p. 684-704 (1987), SRa7 , D^E-*-(Takebe et al. Mol. Ce 
11. Biol. 8, p.466 (1988)), CMVSlBi 7* Seed and Aruffo Proc. N 

atl. Acad. Sci. USA 84, p. 3365-3369 (1987)), SV40&837*p;E-*-(Gheyse 
n andFiers J. Mol. Appl. Genet. 1, p.385-394 (1982)), T'rJtJ^^T, & 
Jjjjrp*-* -(Kaufman et al. Mol. Cell. Biol. 9, p. 946 (1989)), HSV TK 

-;i/x7,^;M>m&MT-f§#£ft3MT {**u?-**<<>) 117-p^-*-, 9 
h^iM? >T*^>/^7*Sqri67kTet-0n/offe/^5 1 A (^D>r^aH) , 
x^i/*v>-eSI^T-§^^^^7 1 A (lnvitrogen*t®0 -£IPTGT"i§gf§3l£tT 

SBJ2168,BJ926,CB023^^^^--fflO^S^20B-12^^^ii:LT^JffiT' 

£a mmm^mm /w^-v-3.t;u^u-x4 &fc?m\£%mmtir&,¥ 

±ft,pl66-176(1994)) c %M^>7 9 -£LTtt, ^Jx«, pYEUra3 (7 uy=rv 
. pYEX™-BX,pYEX™-Sl^lf ?>tl^o #i!8IS<D$g3i^7*-pESP-l 

^Mfla^c^;v^T^>^^K^^^^c^$■e•s?t:»©7•p^-^-i:LT{±, 

^$I${C^£-£3PGK7P^-*-, ADHIT-P^E-^-, fPH ;*->T-ilg T*§ 

scupit'p^-*-, #-?7 h-7ic£!3i£#£ft7>p-7{c£D«J£*i£ 
Gall-Gall07-p^E-^-, U >$a&©{£T£ £ DRSSttEU 
M£ft*PH05;rp^-*-&£#Mcm^ft£o linntirn* 
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PL-lambda, pKC30,pRIT2T& * -iz X !) l^o tac 7*n ^-^ -lil 

(IPTG)C«01CJ; S&^#g§g£ti3o ^£^LTttJM105,XLl-Blue#3M:f £>*U 
PDR540 , pKK233-3, pGEX-3X, pMAL-c2& if© ^ £ * - £ «fc D £ C £ # T' § 3 . 
trp7 , P^-^-mrp'jrU'y9--{c e fcD^^J^^^ > l*-;U7* U 
« (IAA) ©^S0£«fcD&S#H#£;h,& o LTttHB101fc££fi£JB-e& 

So pBTrpZJ&ir^^^^-tiib^Tsct^r'tSo nztT-vru^-z 

-&T7Wk*v *?-Vlz£^Z(DfrmffiZhftMT'%Z>tzV), fllAfcf* A77- 
S*DE3©intfcfe^flfclacI»fc7-x lacUV57n^-*-©£KT<DT7RNAtf 'J^7 
— eXfc^£^trDNA»tf##A£ft-t^T. £ft£^@BL21tfe£®JIfl;£-&;fc 
BL21(DE3)&#m££: ITtfflt^ IPTG©«{C <fc DT7RNA* »J * 7— i£#g§$ 
£tiT, T77 , n^e-^-3tj»&0g|3WS3SiSpri6t:&5o LTttpET-3c, 

&££-r£7*-7*^ K*tt^*fcBL21(DE3)pLysS*«ii:LTftffl-etSo T77" 
D ^-^ — Ofe^ga^OTifEt: lac;*^ U -ffi^J £1$ A t £T71ac7*D ^E— 
^-^^opET-llcpET-lld^^^^^^^-iltT^f (F.Studier e 
t al.:J.Mol.Biol.l89,pll3-130(1996K F.Studier et al.:Methods Enzymol.18 
5,p60-8(1990)) o 

ir£«BJte^©^£*-cD3*AH\ 0l*.«x xl/^ h ntfU-S/ 3 (Chu, G. 
et al. Nucl. Acid Res. 15, 1311-1326 (1987)), 'JVKMi/^AS (Chen, 
C and Okayama, H. Mol. Cell. Biol. 7, 2745-2752 (1987)K DEAE^** h 7 
(Lopata, M. A. et al. Nucl. Acids Res. 12, 5707-5717 (1984); Sussma 
n, D. J. and Milman, G. Mol. Cell. Biol. 4, 1642-1643 (1985)), 'J#7i^ 
f->S (Derijard, B. Cell 7, 1025-1037 (1994); Lamb, B. T. et al. Nature 
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Genetics 5, 22-30 (1993); Rabindran, S. K. et al. Science 259, 230-234 

AtcfcDJliM-f i;#T*t& ( Deutscher.M. P. ed.: Methods Enzymol.l82,Guid 
e to Protein Purification, 1990s Principles and Methods^/ 'J — X:Gel Filtr 
at ion, Ion Exchange Chromatography, Affinity Chromatography, 7 t)1> ~?i/T 

<Dtm*m^tzT7 -i-rj-tv t h 7*7 7 >f A7M£H^*IM 

^y^o-^i/^CDf^fig^fcU-ca:, -7«-S>7y htfW 7*U h*-T£fi| 
&tZfi&&mf btlZ (Kohler and Mi lste in, Nature 256, p495-497( 1975) ) . 

**-£&&LfcgL fit#:0^JWfla*fi!K*fcttU>^»«fcD3lDaiU in vit 

£jit}Rt" -5 (Harlow, E, and Lane,D. :Antibodies:A laboratory manual. Cold Spr 
ing Harbor Laboratory, Cold Spring Harbor.New York(1988)) 0 "7^Ud- 
vmmt LTBU p3-x63-Ag8-Ul(P3-Ul),P3-NSI/l-Ag4-l(NS-l),SP2/0-Agl4(AP2 
/0)# N 7nUD-7ffll:Ltlt YB2/3HL.P2G11.16Ag20(YB2/0)#^tf 6 
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f*U -?$Z(Dm&*lZ^£h2>^; 9n-i-)],vm^ 0>J*« % ProteinA-sep 
harose (77;^J/7t) CJ: D»»-rsc Sfcfcfcfc. *«W<0^ 

>>'^®^ll^UfcT7^-7 t 'f-*7AtJ:oT^IIS!i-r'5C:h* J T't-S (Ha 
rlow,E.and Lane, D. : Antibodies :A laboratory manual. Cold Spring Harbor Lab 
oratory,Cold Spring Harbor,New Yoek(1988)) „ 

£gfl#£gfc#©t hinttt&te-f 3CDR7*7 7 h& (In immunology Methods Man 
ual l,p98-107,AcademicPress) tf^f&tlS, 5&tr-ififl;ti\ &g££fch<D 

Sii:^ 15, t hB*fflB§/W7*u h*-^?£ (Kozbor et al. Immunology Today 
4,p72(1983)) \ i7->i^ WS— ;i"?>f (EBV) K-^iS (Col 

e et al.in Monoclonal Antibodies and Cancer Therapy,Ala R.Liss,Inc.p77-9 
6(1985)) fcift.fcoTfcfc. h^;*n— *;u|fMfcfefls«-c&*. 
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r£^f^ffl»£©«£Triron X-lOO^^^^s-;^^" r ■J^A^iT 

*Jtft^X^\> K^y^,¥±a,p304-308(1996)) „ 

$&#&Jc-3^T&#Jx.(3> Hlarlow,E. and Lane, D.: Antibodies, pp. 511-5 
52, Cold Spring Harbor Laboratory publications, New York (1988)j ©#?££ 

*fc* ^L3^tt:l^ti^v%S2|s:^na<0^>/^^Mii. mints ftg&OWbfrt* 

Hits &*Vh-7lZli?ZfoftZBLm$-itZZ£1Z£\), 

6*fiJfflr *£fc$RT«rc** 13, 85-90 (1995)), 

^o-->^it^f h*^rUTflfa©^>^^Jt*3-|«l-5DNA%J(i*atr^i:t: 
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>^7^7— tr\ (Green fluorescent protein) fc£fc©J£ 

S fc #> ^ ftffl 6 +tWI<D 7^»*6ft5/J^&iKh- 7"SJ#£ ft $ 8 A 
f S£afc«££ftTV^ 0 ^©fiaJ^LTfciu *'Jk:*?-s;> (His-tag) N > 
7;i/X>-tfM^HA, h hc-myc, FLAG. zkJ&tedrtlfcfr-r W^g (V 

SV-GP) > T7itfe*10* W<*R (T7-tag) , t b|l«^M^!>'f;^«^>^ 
7H (HSV-tag) , E-tag (t;^D-^7 7- ^±®x^h- 7*) ftifOxt: 
h-rt-tn^Sa-rS^y^n— (10*119* 13, 85-90. 

(i995)),.cn6^t:*iB^>M^R*tftm'TfS*o-e»na % £©<fcd& 

7*;U^ ^tf > — fe 7 7 D — 7s4B£ 7 A l^tlkfj; <^o 

^W^ROfl^-SfcJ:!). m&Lt±9>'i9n%m 
V5/-7-U U7>h7~;i/- (CBB) ffefi-^ffiUSfe© £ 5 fc* 

ST-^m-r^chiisiiT-fesc-e. ioii&ifcfiii3fc 3 «s-*^*->^"s-s/;*y 



/ 
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f>H3(Fields, S. and Song, 0. Nature 340, 245-247 (1989)). IP*k *&BJ 

»{C#X Us &m£*l£R§£^ D->H7^7'J -fi;3fccDNA£i£glf 5 
(»Si|fflia^**l8©^>^^Hi:fe^t-S^>^^5t3& J ^t"*^ 

©T*n Zti*mMLX ; b&^(?v>y L yZ%L. MATCHMAKER Two-Hybrid System; 
^h7^^->t> HybriZAP II Two-Hybrid System)o 

^yij >y K^^^VNTAPCJ:nDLG©ig^ (A. Matsumine et al. Science 272, 10 
20-1023 (1996)); GRIP i:AMPAt/-fe 7* -©*££• (H. Dong et al. Nature 386,2 
79-284 (1997)); Homeri:^;!/^ ^ >^l/-fe7*^— <D&£r (P. R. Brakeman et a 
1. Nature 386, 284-288 (1997)); SRY£SIP-l©*g£ (F. Poulat et al. J. Bi 
ol. Chem. 272, 7167-7172 (1997))fc£;WKB£*U PDZM'f 
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fiZMfe mz.tt. t bZ^&to&MtokZ) J;^?-^^- (Agtll> 

yxd' >y?£j (Skolnik EY, Margolis B, Mohammadi M, Lowenstein E, Fisch 
er R, Drepps A, Ullrich A, and Schlessinger J (1991)Cloning of PI3 kinas 
e-associated p85 utilizing a novel method for expression/cloning of targ 
et proteins for receptor tyrosine kinases. Cell 65, 83-90) ZmuTX? 1 ) 

zztb-simx&Zo 

z<D£ott&W(Dp>rt?nz%^TzntzffiGTZ*>^?n£tzlZZ<D 
£tz. Ztib#>J^n*n-)<TZmi,zftTZ7>?*>ZdM*m^tzft 
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(±500^SW±-C*)So T>^-b>^DNAi:tTI^ ?i^0^fPT>^-fe>^^->J 
**ttC;fe^T»arc*3. 7>^>*DNA©«A&i:LT&> 

fc*AU 'J*7i^>>3X HVJ-V*V-Ai£&£T*zgA 

M©MM£M 

0 1 T32-8-lj (±©I2?iJ) i: TAF00168J (T©E$U) ©E5U©itR** 

0 2 T32-8-lj (±©ESI) i: r'AJ001319j (TOEBI) ©iB5!JcDit^^ 

H3 T32-8-1J (±©15511) h rAJ001320j (T©E8I) ©iB?'J©iti*£ 

04 T32-8-1J (±©IBJiJ) t TAJ001320J (T©E8I) ®E9U©Jt8£ 
^-r0 3©^t©0T*fe-5o 

0 5 i"32-8-15te^j ©y — +f >rn y Ym^xO^tmtnMMMWU 
X&Zo T-D-riitTBamH I-Xba IBrfrfcffl^fco 0*© r Hj ttHuman Multi 
pie Tissue Northern (MTN) Blot (^D>^«v^ #7760-1) £flJ^Ttfctti Lfc* 
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©T\ l.toVL 2.IL 3.j&*| N 4. Bs 5. JJfIL 6. #te!5 N 7. ML 8. f^K 
fcjjVf. rH4j ttHuian Multiple Tissue Northern (MTN) Blot IV (£n>^y 
>? #7766-l)*fli^TtttiiLfc*©-C, 1. ML 2. ML 3. huAJH, 4. ||JL 

5. 6. /MB, 7. Xflg, 8. »J W^ft**. rp2j ttHuman Fetal Mu 
ltiple Tissue Northern (MTN) Blot II (*D>^*£ #7756-1 I nT tftHJ L 
£*>©T% 1. J&B$u 2. J&JBJj$, 3. B&JfcflFfflL 4. fl&J&WH£^fo 

T&3o Ndel 1.2Kb-#l7*D-7£flH^ 0 EJ4JCD r Hj ttHuman Multiple Tissu 
e Northern (MTN) Blot (*P>^«y* #7760-1) Sffi^TtftfcH 1. 
<&HL 2.88, 3.B&«, 4. ML 5. ML 6. 7. ML 8. • 

l"H4j &Human Multiple Tissue Northern (MTN) Blot IV (9uy9-y# #7766 
-DSE^TtfttiiLfc*©-^ 1. AKs 2. Ml 3. SfciML 4. 5. 

6. /JnM, 7. *J8§, 8. *|iJWtijlSSit. r F2j ttHuman Fetal Multiple Ti 
ssue Northern (MTN) Blot II (#n>ry9 #7756-1) ^Ttfctfci Lfc&COT*. 

1. SSJfciL 2. J&JJBJWL 3. 8&JJEffrfl& 4. JteJ/EMte**". r Muj fcfcHuman Mus 
- cle Multiple Tissue Northern (MTN) Blot (*n>^y * #7765-1 J&ffi^Ttfc 

mbfe*©T% 1. #1&S5, 2. ^ N 3. *JB, 4. /MB, 5. Mfc, 7. 

!> 8. luSlS^^To r Cj ttHuman Cancer Cell Line Multiple Tissue Nort 
hern (MTN) Blot (^D>-r>y£ #7757-1 )£fl^Tlfc£liU;£:fcGDT% 1. fttt^Jb 
ft HL-60iSffll§> 2.Hela|fflflaS3x- 3.tt42#§it£ajfilft K-5623fflIS, 4. 'J »l£J*tt 

difiLft M0LT-4M, 5.^-*y h >J>7*- T RajifflJgL 6.^»ijyiSW48(Wa 
7.1Sft&A549ffllli& 8.M6BG361|BIJ»£*ft*iijiVr. 

07 **W#&tf*«tfe T32-8-1J cDNA7D->, ifrBcDNAfi*® T686- 
l-2j ^n->ijj;tr T686-l-4j 7P-X &tf£J!&JiaJ!F§icDNAfi*<Z) TFL#5j N 

r #12j . £<fctf r#6j 7n-><OT<Dftfiil&£^To 32-8-l»fi?#3-a 
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±,£®K?'J#-^4410&E4>£^Lfco 7"n-7NdeI1.2Kb-#l, BamHI-XbaI©{£S 

El 8 32-8-lilfs?#:3--K-f 3*W^fl (lB5Wf: 1) ©PDZM>f ><Z> 
ie^J$^1-o 32-8-l?H£^©=i- Ft 5 * >^ff "T^PDZ M -f >©1H 

19 GST-PDZ56*f63i"r**l»a©^Ste^^lf*:©=l^--*4•^^&V^s IPTG 

£ UTpGST-2TK OMW^ffll^c. iS»CD#^©U->J±, IPTGCiSB* 

)V £ 10%-20%SDS- 'J T * U X Y V £ <fc »} 8¥#r L tzo \s->Zs 3&pGST-2T 
KDBnUWkfc*. l/"->5/pC,llttGST-PDZ56*5B3H"rs*»H©SKte«M*:^D 
->l*>£>4£^-fo ^l/->lli^flY-*-^t. 8ll|«3S*tL*:GST-PDZ 

Ell 0 EI6{z^Ufe*cDi:lRli:-9->7*;u^e'3i^^>yD^ h(c«toT^ 
Lfco ttGSm*t:J:t)ffll#IBa$nfc55Ida®^>/t^J|CD^> KtfiSKStifc 

(£EP) o IPTG£D^^3^O^>r;i/{Z^UT30Kda^3££^,?)^ ; 5A*> h*« 
GST-PDZ56* > ; ^ M###p Lfcfc<Dh#;t*>ftao 

Ml 1 ^»ajBH'tegli*:©IPTG0g|3l»3I^H-C©GST-PDZ14O*^4^T2/ 
-^-MtiDitflfco U->2, 7ttIPTGfc£*S5$tiF©it>7;i/^ U 
->3*f,6tt^»HHBlO10JBH*Kg|{*:^o->lx 2 N 3, 4£ N l/->8fr&lltt 
«MU09®J&*SIM**n->K 2, 3, 4*IPTG©SI*t:J:o-CGST-PDZ14© 
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a <D/*> K^liolf) (£I$:PDZ56) » L/->10li^P >e>T83 

Ltz&<D (£EP:GST) 0 1/->11, 12&* □ > fcf>T'$Hb t^V>T*^l/^^^> 

t)&aj£ti£GST-PDZ56Il!i^ W^M£^<r (£EP : G 

ST-PDZ56) o 

013 09 £:liji;-tf->7>£:rDy7 i -r >?Ltz? j JW-ZfomVifalzT: 

Kda©GST-PDZ56il!£*>^3l (£EP : GST-PDZ56) ^D>(f>CJ:5MTG 
STg|5^^^S^V^PDZ560^{Z^rr^nTV^^3i:7^) s ^->8 > 9tl/->10 
:GST) fcitfTf £££T-BJ^frT'fc£o 012®U->8 N 9©M> KfciGST£^g; 
ft^O^ 013©GSTtrt{rctt&m£*ifc^o 

014 0 9 ^l5j^{cPDZ14©*IM31^^^ro l/->l&#^Mv-*-£^ 

10, lU±^P>t>"T?«flsLT^;b^^*>-b7yp-^*7A36»t»iS(ILT# 
fcGST*>M*HS#£££&UPDZ14*>^*K*^*\, ^65Kda©n> K (fcgj 
: PDZ14) #&o£D£&fflT-#£o UfrL&#£. 28Kdafc37Kda0PDZ14* 
>K©#JS?g$) : 37kDa N 28kDa) fc^m^tlfco 

015 i'DVT^tCT'Dr'f^h'L-f CDa^ fc HSU (Testis: T), 
#&I5( Skeletal Muscle: Sk), MULiver: Lv), ifrlE(Heart: H), flw(Brain: 

i)(o&®M(DmmmmM\ig*7u *hLiz7<< )i*-z^r^ K32-8-i-i7, 

PDZ14, PDZ56 £ fiM U it V-icCDtfjkm tc <£ >) >7d yr > ^ L <, 

500<HgC#R L ^If^JtJfil^ 10<WSfc:#R L fz tf^Igln; 
ffc 2500fg£#jjKLfcHRP (t^7f^ yJ/a^t^^- fe?) Ult^hl/ 



WO 99/07846 



PCT/JP98/03603 



23 

&^Tl30Kda{t?fi: (fc8J) C32-8-1* >>W%&&t&t>h%^> Kfctfcai Ufco 
01 6 ET-PCRSJfetJ:t)32-8-iafe^OfSaoSiai^tt*»«fbfcte*-C 
ttffiLfc*-*cDNAttl.H, 2.^1, 3.11, 4.JffJSS, 5.JW, 6.Jgft, 7. 
j&M, 8.#teffi, 9.-«j*, 10.**, ll.*«jfiifijfll«, 12. ISAM, 13.«, 14. 
ML 15.»*, 16.§SI!I,. 17.j£jm 18.B&BiM, 20.H&JBML 
21. J&JEJffli, 22.B&JIE#ft85, 23.B&JSMU 24.JfcBfil»©24«Src«fta. AT«± 
650bp©#— «D^> KS* BT-(±750bp N 850bp N 950bp©3*©/*> F&tt&Lfco 
HI 7 rpH750j N r FH850j N rpH950j ©ffiTOltRfc^TEI-efta. 
018 01 7<Dm%(D TFH750J N rFH850j s rjH950j ©E5!l©it«£*T" 

01 9 ^x7^>^oyr-f >^CJ;*32-8-lb5iaflOlfciilie**^Ta 
liUKXTfti. 2 (±32-8-1-17^7^ HtC^ffSlrElfil^T^tB 

#^®iffi|j!S-CfeSSH-SY5Y (b->li:3) fclff-2*l/fV-f >BCTJW»L-' 

Ky;t/£T#*Lfc« 250KdaW±©*££©££3£32-8-lb*>M?ftfcjg 

02 0 f"32-8-lbj (±©IE?U) rAF00168j (T©5iai) ©IE?»J©1£3££ 
0 2 1 r32-8-lbj (±©K5!!) £ rAJ001319j (T©E2I) ©l£?>J©itigt£ 
02 2 f"32-8-lbj (±©E^J) r AJ001320j (T©E*J) ©EfllOitR* 
02 3 0 2 2©ig!t© T32-8-lbj £ rAJ001320j ©Eai©Jfc*fc**1"BI"e* 

So 
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0 2 4 M2 3(Dm%® T32-8-lbj £ rAJ001320j <Dmi<DttmZ7jiT®?$> 

H2 5 32-8-lWtfc^#:3-h*r<5>* W^H (K8f#? : 83) ODPDZM^ 
ymmZmto 32-8-lbiI^PCQ:3- Kr3*W^!gF<3fc:#£T£PDZM'f 

M2 6 Wf?.«Lf; r32-8-lj cDNA?D-> N <McDNAe&£© T68 
6-1-2 j £o->. T686-1-4J rFH950j ^d->, JJfeJ^JffMNAfi* 

© r FL#5j , r#i2j N &£z? r#6j flgfi^CD ri.2kb#33j *D-> 

$5&U r D-2j ^o->OF^©<agH^^^t-o 32-8-lbiI£^#=!-KLT^£ 

(i) T^77i/>i/t^-T^^rb^ 

HUVEC(t h£\^fiL<gft&®M) Z&ik£m¥m$tPlr£t)X^L, lEHsthita. 
^l*3J£3W&«*y h (Catalog #680051 )£ffli^Ti£#U ^zTziyy ;i/x> h 
©^S C^ofci:^ 5 "eiOng/mlCDTNF^;!/ 7 t (Recombinant Human Tumor Necro 
sis Factor- a, Catalog #300-01A, PEPROTECH Inc.)£»U Zmm^mu 
«J0O«h^mLT^^jtfe^^J±^Lfco r UT^>-EDTAT*«J&£iiJgfU 
lOOOrpnu 5^©jg^#t:J;i3m$tt^^^> -JgPBStCTifc^ Ltz<D%, RN 
Aeasy Total RNA*y M*T7>#.)KJ: S£RNA£|I]lfcL£o [§]J&L&±RNAGD? 
£0.2/zg£ffl^T. H-TllGTVir-T-^^v-^cttJcDNA^^Lfco sfe WiR 
NAimage^y r (vx W\>*— &) fcM-GDT - jL7Vt/£ftl,\ N T— \L$V— 7 
7^7- H-APl^?)H-AP8©8a^O7'v-rv-lc:oV\T94 o C30fX 40°C2fl\ 7 
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2°C30#GD-tM ^;u*40(afT-5^U^7— KilJBSJ® (PCR) l:J:^ TAKARA Taq 

*v *?---g*m^z7>y&izMfc?zmMLtzo %.fc>mz&7)i7y 3i ? dA 

TPtft^ftT&tK $/-*x>*^;i/?fci!f£T#«Lfco WTJ17TCD MMfc 
J;!)^> r*tf?ft<&^T^3fc©* og-Us iRNA©^/{) s »J^tlt^r±#t 
T 6 ©^Mmill U^tTiUS U *ii@£ftfc*rJt fcQiaquick* K >PCR*tS£ 

7*£$/a>3F-y. r (Dye Terminator Cycle Sequencing FS Ready Reaction kit/ 
^-*>x;i/V-# N Catalog #402122) DJBWT*d fc£<fc ^ .E9J*5 : 
13(C^-T r DDEST32j CD«a^5y®tiMRjW#&ftfc.' 
( 2 ) cDNA^ 77 U -<D#t^ 

ZAP-cDNA£7£*y h Ub^^-Vft) fcffl^TcDNA^ 'J -£#§3SL 

1CDU r7-f T— (1.4#g/#lK l#l©RNase7Py* iJ^^UT- If 

IBS8y(40U/#lK 10/zl©TNFr;U7T*iJS[HUVEC^UA + iRNA(0.5>ag//zlK 24/z 
10DEPC'(^x^;bKD*;b3i?*— h)&3i&#<Z)#&S-$>ipfc:fi£-U ifiTl 0 
^Slfc. 5/zlCDSuperScript IIMlE¥»*(200U/Adl)(GIBC0-BHLtt)*S6L, 
37 o CCT40M&iSU ££t45 o C£T707}{£iSU£o KJ&«£*±fc:{lt> 45 

#k 115.9>ala)MS^^ Rnase H(1.5U//zlK ll.l/zlODNAtf U ^ 5— fe*I(9 
D/^DS^rf^^btfi^Ls 16°CT?150^Bg«aLfc« 23/zlcD7 
7>7 c >^dNTP^ (blunting dNTP mix) , li±\Ot D->{bPfu DNAtf'J 

^7— if (cloned Pfu DNA polymerase) (2.5U/>al)$iPX.T> 72 8 C(CT30^ia 
ftSLt, 200>alO7xy-;i//^oD^;i/A N £pn*;i/AT-Jf &ttfctSU £ 
f> £20>cdGD3M MW-r USAx 40(UdGD100%x*;-;i/£T& $£-frfco -2 
O-CT— tfW^fcfc, 15,000|IHE'C60fl'IH (4 8 C) ©Sito&ftfccfc Off&ilfcitiB 
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tiU 500//l©70% x^;-;|/f^L^$tfc, 0.4//g//d© ?!&©EcoR I 
7^7*-9,urt:-?£IS!£?gfrU 4°C-C45#S^fc. l,ul©10x>J#~ g/W77 
- x 1/zlOlOmM ATP, ljulOU DNA'j jtf— tf(4U/^l)*Sftl U 8°C£T-Bfcgi££ 
SiBSff ofco 70°CtCT30#&iSU S'&ft{£T'£J&?!*£?-:J. 
-7*©£5tc|*g>fc^ 5^ISCS(ilfeo UiUDlOxtfjtf— fe'M-y77- 2/z 
1©ATP, 6a1©MMtK, l;Ul©T4tf D771/2T?- h**±— e(10U//il)£flD;U 3 
7°CT30#{£?&L£&, 70°CT-30#£&LTg|lB££r5£tf;fcc 28/zlCXho 
7 (buffer supplement) , 3//l©Xho I(40U/^l)^iJPXs 37°C90^P^S 

JS6$-frfco SSKKLfc^ 5/zl©10xSTEMy 7 7-£MU Sephacryl S-50 
0*7Ai:^ms 60^1©1xSTEm'^7t'— T*2lH]Mb. 120//l©:n* y — ;b£ 
Jfl^T. -20 o C-r-l^gVNfeo 15,000[h]ST-60^ (4"C) SMU 
200^1t7j80%i^y-;b-C^^, £&fcifciB£$£«;*-frfco 6a1<D«S*TS* 
LT*©5 5©2.5#l*^T^**-^©j^^£fTofco 2.5/zl©cDNA£ 
ftLT, lAd©Uni-ZAP XR^7*-(l,ugK 0.5>ul©10x U^-fM«^7 7- 
0.5,ul©10mM ATP, 0.5^lOT4 DNA'j « (4U//zl)£ ADX.T12°CtT-BfeS^ 

-i's U U MtT2«flHfiJfflLfc 0 500/zlOSM^ 

*7t— (5.8g NaCU 2.0g MgS04-7H 2 0 > 50ml 1M Tris-HCl (pH7.5K 5ml 2%(w 
/v)-fe'7f->%l!J4l'^>7jcT-lLi: Ufc*©')«iD^ C20,ul©7 A £ 

fiO*fcgU g*»frfcfi£Lfc. jt'OU *©±7i£Jgy CD^a-7*{C^LT4 0 Ct 
&#Lfco O.IaK l>ul©;t«y>7-— iMb^JM (packaged reaction) £/B^T7 
^-v©*^ Lfco 0.1/zlfre>&300©7 'r-t&mbtltzZtfrb 

l^lfefc I33000PFU (plaque forming unit) t^Zbtlfzo ?t£*B§@icfciXLl 
Blue MEF'Sffl^fco 20ml LB/lOmM MgS04/0.2%T;i/ h-7T'37°C 6^fP^«L> 
OD.ootfl.Oti3&:*«rt:*±t:5^|B§ % 500xg-C10#5Ii&Lfco tmbtzMizML 
T10ml©10mM MgSO«£iO;tTS«IU 0Deoo#0.5i:&5 £-5 (ClOmM HgSO^fcfl! 
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btzo 17 jLLKDrtytr— S>flsKJfctt (packaged reaction) &600/£l®$rlf£Mt 
£tl£XL-l Blue MRF't^ 37°CTl57}&iSL£o 45 9 ClC$»f>* 1 Ufe«SUT 
£^£6. 5ml NZY h y 7*T^-(0.7%(w/v)T^o-^§NZYtg«fe{CjOX^- b 7 1/ 
-7Lfcfc©)£in*TNZYi^7V-M5g©NaCU 2.0g<£>MgSO4-7H 2 0, 5g<D$*g 
ttttJ^ 10g©NZ7^>\ 15g6D*?c*J!Ji-r^>*"ClLi:bfc*©s pHliNaOHT*7. 
51C8I8U ;T-b7l/-7& N «S8r*MDS/+ -HCll^c^OCS^fco 3 
7°CT-60#fai£itU Hybond N+ filter(TT2/* Aft> RPN203B) £7*1/- h±K 
jSWCT^-^S^U 1.5M NaCl/OJM Na0HT7#ia&t4£*fcgU 1.5M NaCl/ 
0.5M Tris-HCl (pH7.2)/lmM EDTAT 5 ^FWl t-SCfcCtDflDU ft&£2 
XSSC"T*U>*Lfco ffc«£-&fc©fcx StrataLinker (7v h ^ * ^->*t) 
T 1 20nJ® UVt 7 <f Jl # - C 7* v - 7 % @£ t it o 
(3) cDNA7^f7*7 U-GD7n7 'J-->7* 

r DDEST32j CDDNA«fM-tt2%r*D-^y;i/CJ:D^li'L, QIAEX IMOWfifcH* 

7>^7^;i/CJ;D7^l/Ufc, ^77^A^«yF (77^>tAt RPN160 
7)ftfflV\ 25ng<Z>7 , n-7T)NA{CMU'r5AilCD7 , 7>f -7-$g**Jn*.T, 95 °C{3 
T5^«fibfc- MCTttfiU &&fclO#l©^';>7*Ay 7 7-^ 18#1<D 
tKx ^7 7 3! P dCTP, 2/*l<D*l/y"7 • 75$0*>h*»£U 3rCe30^IB 
«SLfco 2#1©0.5M EDIAft«llDLTfiJS*ff±**, 7 r;i/^7?robeQuan 
t G-50£7A(ZTiS8i©7VU7T 32 P dCTP^BfofeLfco 60°CiCT^ey K A-f 7 
•J Ay 7 7- (Rapid hybri buffer/r^>>-^ A*L RPN1636) "£?7*Wn -f 
^•tf-2/3>Lfc»s ^iSILfc7'D-7->&95 0 CT-^^^ *±-Cft#U 
A-f 7*UAy77-t:WiDU 60*Ct?2Kf^fii:-5b«:^?)A^7*U^ H?—> 
3>£*fc. 7*D-7 , li2xlO , cpffl/iDlCDji^-efflV>feo 7-r;t/*-C*fU 2XSSC 
/0.05%SDS^fflV^T^S-C10^CD«c^43lHim>> $ f,t0.1xSSC/0.1%SDST-60°C 
T*20#©ffi#£2[sIfTofco ^il7*7-7^5)«aiLfc7T-^iiSMA- ^7 7- 
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LT2&7 7 'J-=>7*£frt\ £t>tc3&77 ij-->^^t:fi : ^fco * 
Mi7D->£:LT7n-> r#32-8-lj zntzo Uni-ZAP^7*-(c? 

( 1 ) RACEOfcgxDcDNA-^ 7*5 U-<Z>{tSS 

ofeo lO/zMO^-UzTdTT-v-r T-^l/zlSnx., £M5,tahU 70°CtT2#£ig 
U 2^7k±lCg^feo 3n(C2AilCD5X^l^/\*y 7 7-, 1/zlcDlOmM dNTP ^ v 
?7>, l//l<D100unit/>ulOMMLVj£e¥^mS:inx.l0>ali:LT, tt'CTrmm&U 
U ffil^cDNAS^f&Lfco CltltC^t,{z5xB2^t»i/7 7'-16/zK lOmM dNTP* 
v 771.6^1, 20xff!2^§Pf5lr& (Second-strand enzume cocktai) i/ilZlMz.. 
*^iQx.T, ±S80>ali:LT16 o CT-90^P^SUfeo 5units//zl©T4 DNA #U 
^ v— ^2>al$^nLfc^ 16'C45#CD&Jfc£fTofco 4^1©20XEDTA/^U 
7*>£m&Qb£l£. ^l©7iy-;i//^PD7t;i/A % -fV7^7^3-A 

35a104M@^^T> ; &->!7A > 263/U©95%x*7-;UT-x7 7-;uttj&£m\ 

S/zl^M^TTyr^-^aigSlifc^ff^fco 3>al©10^M V >cDNAT^7* 
7- N 3^1fD5XDNA7^^-i/3>ys*y7 7'-s 1.5/zl©(lunits//zl)T4 DNAU# 
— fe*^»PX.Tx 16*Ct:TUfe£J&£-&fc. TO'CS^CD^tC^Ds 
*y hCW© h •Je/>-EDTAA*y7 5'-135/zl^iini.T^:gl50/zl £ Ltzo 
( 2 ) RACElC J: 3 cDNA£ D->CD70-->^ bi&mi&kD&fe 
^n->#32-8-lttate^^lcfeSieiliRj|l*SjSj|»^ Pst K Xba L BamH I> 
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i/yWSVrJ — iJ7^g h (Dye Terminator Cycle Sequencing FS R 
eady Reaction kit/^-*>x;bT-;fct Catalog #402122) Sffi^fctf-f ^ 

mi 



•7 s ? 4 T-4 


1^ 


DNAiB?!J 






106 


C 


CTCCCCATCCCTCGTCCACC 




: 14) 


XE 


C 


CTCTGACTCTGACTGACTGG 


(ebis-s 


: 15) 


EX 




ATGAGTTTGGTTACAGCTGG 


(is#i#-t 


: 16) 


402 




- TCAGAGAGCGTTATGGAACC 


(E#l#^ 


:17) 


XER 




AGTCTTGCTGGGAACAAAGA 


(E*l»5 


:18) 


801 




ACTGTTACTACTTCTGATGC 


(E*J«- 


:19) 


1192-1161 




TCTGATGGTCCCACAGTCTG 


(Efl]#^ 


:20) 


1282 


C 


GTTGTTTCGCAGCCAGGGAT 


(E?U#-t 


:21) 


1524 




CTGAGCATCGTTGGGGGTTC 


(E?iJ#^ 


:22) 


1449 


C 


CCTCATCTCTGTAGAGTGTC 


(EMM- 


:23) 


1683 




TGTTAGCCCCCTCACTAAGG 


(E?J#^ 


:24) 


1803 




GCTATGTGCTAGGAAATACG 


(E?J#^ 


:25) 


2116 




TAGGGAGAAGGATCAGAGCG 


(E3*J#^ 


:26) 


607-93 




ACAGATTTCTGACTCACTGG 


(E3!#^ 


:27) 


128 




TGGAAATAGGCATTCTTCAG 


(E*l#^ 


:28) 


607-462 




ATACAAAGACGGTCTAATCC 


(EJU*^- 


:29) 
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2920 


C 


CCGCTTTCCCATCTTTAGAAAC 


(E50« 


:30) 


3121 




TATCTCGTGTGGAAGATGTG 


(IB?J#^ 


:31) 


2266-107 


C 


ACATAAATGTTGCTATCACC 




: 32) 


3361 




TGCCACTTAGTAGCCGAGTG 


(mm^ 


:33) 


3615 




GCATTGCATTACAGTTGAGC 




:34) 


1301 


c 


TCCTCCTTTGACAATGTCTG 




:35) 


BXR 


c 


CATTTCGACTGTTCTTAATC 




:36) 


XB 


c 


TCAGTGGATGTGCCACAGAT 




:37) 


4221 


c 


CAGTAGGTTAACTGCTTCGG 




:38) 


BX 




AGTTCCAGTCTTTCTTTCGG 


(IE?'J#^ 


:39) 


4335 




TTTCTTTCACTGGGCTGAAGTC 




:40) 


XBR 




CCTCTGAAGACGGACGTCTG 




:41) 



£*iC,fc!)5146bp©£^*J#ifc££ftfc. EcoE I©g&SJ(ft©§SJ©G©«g 

DSL«Kt#3r3#Sbfc#, *©jtftfc:*±3 K>i«fcaEb"C^fc. >Ifc?©3 
' IS«CDE5»J t: * 5fe©H±^ K >fr 5> mkmntz t Z Z £3M©PDZ M >r 
£bfc (fc&N C©;7D->#32-8-lfc:fciu ^kb©^ > h D 
te5£*iT#A£ti#!K Il©fcfcfc**0©3o©PDZM-f >©MCII*6=i h* 
>#£bTV^CIi:#, &©H®*T'*iJf!8b£) o 

•?CT*> ^(C#ffi-T53M©PDZh*^'f ^tegfr^'RACEUapid amplifica 
tion of cDNA End)£frofco iifri£©5,ul©cDNA£<£c>T*y b<D^-3.7)ltz'& 
V\ S'RACEfcftofco 5/a©cDNA, 5/zl©10xAdvantage™ KlenTaq/N* 

y77- (*y>«tft©*©4ttffl) x 4/zl©2.5mM dNTP N l/zl©10/zM AP17*7 
-f T- (CCATCCTAATACGACTCACTATAGGGC(lB9!l#^-:42)) x l^l©10>aM 32-8-1 
5 , RACE7 , 7'l'T-#22 (TTGGGGTGGGGAGAGGAGGTAGATTGC(iS^J#-^- : 43)) „ 1/zl© 
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Advantage™ KlenTaqtfU S y **(*#tttt CLK8417-1K 33/zl OJtt-f 

TPCEfiiSiffofc. 94°Clfl\ 94°C5#*cfc^72 o C2^^50, 94 e C5*j>:fc <fctf70'C 
2#£5Ie] % 94°C5#^J:tJ f 68 0 C2^$25lHl©SiJ&T-(*ra^^'> K^ltltSCi: 

<SU 7*5-1 , ^-{±AP27 , 5^^~ ( ACTCACTATAGGGCTCGAGCGGC( IB^JS ^ : 44)) . 
32-8-1 5'EACE7*7^v-#1034 ( GCACATCACCAAGTGGGCTGCCTACTC ( SB ?'J#^ : 4 
5)) 4ffli\ «*0©PCRS4»*5Wik:#SRtfc*»©*5>ulfflv>fc« *fc* 94°C5# 
^^68 o C2^^250T-l±*<15|HlT*c:^ofco 2kb©¥+ y 70& 

^cDNA^n-> T32-8-1/5R3J SUSIh^^Co 
ifctvCs ^D->32-8-l/5R3CDttafcE9!I©^*fi-3fc 0 32-8-1/5R3 

&2 



EX 




ATGAGTTTGGTTACAGCTGG (@H?'J#-^ : 


46) 


456 


C 


AATCTAATGCAGCTCGCCTG (ia^J#^ : 


47) 


XER 




AGTCTTGCTGGGAACAAAGA ' 


48) 


678 


C 


TCACTTTAGAAGGGGCACAT (IB8I#* 


.49) 


801 




ACTGTTACTACTTCTGATGC (SB^!I#^ 


:50) 


1192- 


•1161 


TCTGATGGTCCCACAGTCTG (U#l#^ 


:51) 


1282 


C 


GTTGTTTCGCAGCCAGGGAT (ie^!l#^ 


:52) 


1524 




CTGAGCATCGTTGGGGGTTC (IB^IH^ 


:53) 


1449 


C 


CCTCATCTCTGTAGAGTGTC (IB5W§ 


: 54) 
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2116 



TAGGGAGAAGGATCAGAGCG (EBI#*f : 55) 



1301 



C 



TCCTCCTTTGACAATGTCTG (£*J#-§- : 56) 



839 



TTTCATCATCTACAGCCAGT (1S5>J#^ : 57) 



1389 



TGACACCCTCACTATTGAGC (»J#^ : 58) 



* D - >#32-8-l£ cfclF * o - >32-8-l/5R3©i£g£?iJ £#-£T&££ *ifc281 - 
9bp©^aie^J £ £81 #-5 : 59 ic * T 0 
[Hflfifl 3 ] RACElC £332-8-l/5R3cDNA* D->©5' «±$K©cDNA* □ ->© 

5' RACE(Rapid amplification of cDNA End)i££ <fc & 32-8-l/5R3£ D->©5' 
tt©±ffi©cDNA*n->©i)MK£S*fco cDNAilLTt hi&tt©cDNA7-f 77 'J 
-ilfc hJMJJF§a©cDNA7-i' 7*7 'J-£ffl^fco t hiMfflcDNA^'f 77 
£tt2.8kb,1.2kb©2MI©*P->£*#fco t h JI&JiflfJKCcDNA^ >T ^ U -4» 
f, tt 1 . lkb® i7 D - > 0 JUT t £ p - - > ^CD^Ii % o 

t h jM©cDNA5 -f 77 U -ttcDNAT- ^77'J-th * * P ^ 

#9604) SfflVAfc. pAP3neo(Genebank Accession No.AB003468H? *-Jc|ipA£ 

titzcrnkz^fty^zi mhimnfc&ztix^ztMWiLi Biue-MRF^ma 

t«J;DJg#U7M'jai:J;?)777^ h*DNA£[iIiBtU %<Dr> ^©lOng^x^ 
71/-hi:LTffiV\ PCRCJ;D5 , «©±M©cDM*n-->£&fc. EJ&?W±, 1 
0ng©cDNA, 5ul©10x AdvantageTM KlenTaq^ f77-(*fh ^tt© * ©£ ft 
ffl) ,4ul©2.5mM dNTP,lul©10uM AP3neo5' 77 I^tt©&©£&ffl 
:5' -GCCCTTAGGACGCGTAATACGACTC-3' (IB8J#-^ : 60)) ,lul©10uM 32-8-1 5' RACE 
77 <i T— #686(5* -AGCCAGTATCTGATCTCCGACTTTG-3' (£?<J#^ : 61)),lul©Advan 
tageTM KlenTaqtf U * 7— \t X v **(*S¥«Flk CLK8417-1),JK^ *>**fi^ 
U 50uli:Lfeo ^7 — 2400£&oTPCR£jfo£fT 

ofco 94j£lfl\ 94K5g>fcJ:tf72ft4#*5[5k 94J^5g>iJ <£tf70j£4#£5|nk 94g 
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5®%&m*&W*25®®Rl&?&2.m,l.2kb(Drt> KSttHlLfc. 0.8%7*# 

?^>ttx 28706)(ITlf^L/N pGEM-T^*--S'7^AI(7'D;<## A3600)©T 
-ar;i/t:^^TA^D-n>^Lfeo 2.8kb,1.2kb©2Mg©£ p->**i*Ji68 
6-1-4,686-1-2 fc£ttl*fco 7 d — >686-l-2CDiS^J i± ^ p->686-l-4 (1331686 
-1-4) CDi£^J{C^Stlt*Dx i£?J#^: 3 ©1585^4 cb t) ii D IrI U <2793{S 

D>^y ?ft)£flHNT5'RACE£*To;ko RJ&mZ, 5ul©cDNA,5ul©10xAdvanta 
geTM KlenTaqMy 7 7-(*y i^tt© $©£{£$) ,4ul©2.5mM dNTP,lul©10u 
M APIT*^ -fT-(+y hM•©^©^fieffl:5 , -CCATCCTAATACGACTCACTATAGGGC-3 , 
(K?'J#^ : 42)) ,lul©10uM 32-8-1 5' RACE 7* 7 ^ T— #686(5* -AGCCAGTATCTGAT 
CTCCGACTTTG-3' (15^J#^ : 60)),lul©AdvantageTM KlenTaqtf >J ^ 7— t? ^ y *? 
7s{Wm%L, CLK8417-l),33ulJI!H;fr>7K£tI£U 50ul£Lfco ^-^r>^;i/ 
T — F-T;U1M£7-2400£^TPCR£jfc£fTofeo 94«1£\ 94ft5fM3J:V 
72g6#£5Hk 94£5g>:teiv70jK6#&5|HU 94ft5»* < kU c 68JK6^425ia©SJB 

^©?^©5ulh5ul©10xAdvantageTM KlenTaq/f y 7 7*— ( =¥■ y h?itt©&©£$ 
ffl) ,4ul©2.5nM dNTP,lul©10uM AP27*7^ T— b ^t©$© £&ffl:5'- 
ACTCACTATAGGGCTCGAGCGGC-3'(ia^J^ : 44)) ,lul©10uM 32-8-1 S'RACE**? 1 
4 y K7-7-r^-#FLN(5 , -ATTnCACnTAGAAGGGGCACAT-3'(i2?'J#^ : 62)),lul© 
Advantage™ KlenTaqtf U ^ 5 — t£ ^ y *a(3lii¥*&*L CLK8417-l),33ul©fl^ * 
>**S^U 50ul£Lfco 94£lfl\ 948E58>S«fctf72K6fl'*5[BU 94«5fM3«fc 
V70&6&*5HU 94jg5#*<fclW8&6#£15|II©£Jfc^*:*^'r V KPCR£firV\ 
m.lttO^>K*»fc. 0.8%r#D-*^;i/fc"t#«!&, ttiSC^VKfttlDD 
«LTQIAquicky;i/ttm*y h (*7^>^ 28706) CTfBaKU pGEM-T^** 
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znizx vmmQZu-yznx, hfl#5 n hfl#i2, wmtzm-fit* hfl#5, 

HFL#12I±12?'J#^ : 3£>j£gi2$?!jcD1357&fr HFL#6&I£?iJ#-5f : 3©^^© 

>^7Sl/x-r — 'J7^^3>^y h (Dye Terminator Cycle Sequencing FS Rea 
dy Reaction kit/ rt-*y Catalog #402122) ^ffl^fc+J-f £;i^> 

U3 



686A 


GGCATAACTTTACTTACTTG (E^J#^ 


: 63) 


686B 


ATCTACTAAGTCAGCATCAT (MS?U#-t 


:64) 


686C 


ATTTGCAGGTGTGTAGTCAT (1S^J#-^ 


:65) 


686D 


TTCCTTCTGTGCTACCCGAT (1B?!J#^ : 


66) 


686E 


GGACTATCTTCCAGAACATG (E8l#-f- : 


67) 



BLASTNtft^^ J: OTLASTPtftm©®*. 2703bpfr£fc3 tm us musculus 90RF bi 
nding protein 1 (9BP-1) lnRNA, partial cds.j (LOCUS: MMAF000168, ACCESSI 
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ON: AF000168) #fflHtt©fc*»te-?fc UTfctilStlfc. d©jt£?©f^!Sf8 
B»±18-MAY-1997"Cfcofc. l"38-2-lj Slfc^tfs- ¥TZ * (1H^J#^ 
: 1 \zmm<D7 X J KIE5>J0847ttW»7 > 5. ^ ftE*l) £:AF000168©T ^ J ^E?'J 
*fi5«JLfc*©*BlltLtt"r 0 H^CttEBI**: lfciBftOTS^K 
E?'J©847&©7^y&£ h UT^nWI^OT^ySEJtfCJttttf^b 

Sfcx 7516bpfr£&3 TRattus norvegius mRNA for multi PDZ domain prote 
inj (LOCUS: RNMUPP1, ACCESSION: AJ001320)i5<fc7J(cl768bp r Homo s 

apiens mRNA for multi PDZ domain proteinj (LOCUS: HSMUPP1, ACCESSION: AJ 
00l3l9)#ffiPJtt©;fc£3t15^ t LTtftmStifc. d ft£©«£?©giiiamB& 
26-MAR-1998tfe^feo T32-8-lj KT 5 * (E?!l#^ : 1 

fclBftOT'^ >'KjE5y©921ffiJJlBcD7'^ y»E?lI) i:AJ001319©T ^&E?'J£ 
»9lILfc*»©*ia2C^ro r 32-8-lj JUS^tfP -FT**W^K (E5*J# 
-t: l£I3tt©7 , $>'KEfll) £AJ001320cdt^ J.WSfrMtmn Lfct»©*BI3i5 

^□>r«^t Mfflia^-" !f>(Mni)rDy h (Catalog #7760-1). b MliHU 
-if>(MTN)^P^ MV(Catalog #7766-1) *fflV>T»fi : ?IBS©l(a»^lltt*# 
tfbfco J—Vy7uv Y&ftmzxm\ BamH I-Xba IBffM* (E8I#5 .: 3 £ 
E«©3709<ftfr64337tt) £7*d-:7£ LTffl^ (7-D-:/©ttg&E! 7#18) , 
tlSr^J ADNA^U M^TS/^AlL catalog RPN1607)*/f!^T25 

ng©DNA»TK-£T;i/7:p 32 P dCTPT*7^;i/bfco MTN7D «y b tMTN^D >y MVttE 
xpressHyb/ W 7" U fTJ -fe*-*> 3 >&$( ^o>t^ Catalog 8015-2)5ml(c 
T68 , C30#IH7'WW rU^-T 5/3>£frlv, lxl0 7 cpm©7^;i/^tl £7* 
n-:?£PJ l: < ExpressHyb/W 7 U #W M—*s a >&$5ml(2xl0 6 cpm/ml)tCT68 
°C, mffi'^yvyj X£-&fco 2xSSC(0.3M NaCl> 0.03M?x>i£;J- h 'J <7A 
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(pH7.0))/0.05%SDS$^Tg&T-10#3® 7 4 )l*-%r9cft U cf £ K0.1XSSC 
/0.1%SDSCT50°CT-15#2|I]ffi#Lfc&s FUJM^-y htCTl mm 
FUJI BAS2000fCT8¥#rLfe o Bl 5 o ITtt, <MSL J& 

51, #&35, fl&JfcBg, J&JEM, fl&MTOs Ms M£, Is fu&8£, Hela$fflflgS3, 

>; wt**©ttiB (m % «) > mtm (?uv k©u->i, 3, 4, 

5, 6) T©*2Rtt«S^frffifrofc. «, ffFM, TO, l&JJEffKfc*^Tttl&5. 

Ndel 1.2Kb-#'irn— y (iBJUS^ : 3©1j&»£>109H£) (7d- 
7©{ft*ttEI7#JiB) £ffl^T, tf>rny bmtiTZfir>1z 0 *©*gjH, 5. 

Et £ 5 5' 5k38©cDNA£ 7 D > ? L fe i: Z 6 ifiiTXS V > £ &¥$»©5' * 
& 1357, 1377i£STiftfr £ ©IE?'J L fr^A,? ^ fcfr o fc t ( 7 ) 

7?- K li 1396# B ©i£Sfr & £ ATG#M© ^^->$3-KLtl^^t 

T, ffKfr&©fcWttl0057'S>'»4=i— KU PDZM>f>E£^ £1*3687^ 
;K£^i:%a.&*i£o PDZ 4 >E£^$&^c: fc©£«r£fl*i&St«|t-&^B:S 
SCtC^tt^-efc-Stf, PDZM^>#*>^7JC-#w^f|^©;ffl2f£ffl 

ftciia iittsfc a v±)\,®umvi mm lx qri6tt«^. 

[HJ&0I6] 32-8-1* *©*»«££ 3 fc3g 
(1) ««^^^-©*3fi 

GST (Wft>-S-h7>^7i7-f) * 7^2: ©!&-£* W<*!g 
£UT^£^3fc#£7T;i/^>:p:ft©pGEX-2TK (Genebank Accssetion U138 
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a) CDS/-/ h U 7 7 i/^-f- H ^x-r x> K7n — — >^©W.Dietmaier 
C><Dl5miZ'i>t^tzo P6EX-2TK lug£10x;W A*y 7 r-2ul,203.- * h®$!ll& # 
5HEcoRI,BatfI"e20ul©S*»t:J;tJ37JS3l^lfflSJte$-&fc« QIAquick*-? A (* 
7»7">a) let D7za7;K:f w^SS^lU 30ul©sdS*t:i 

Ay7r-(100mM Tris-HCl(pH7.5), 70mM MgCh, lmM DTT)3ultl.5ul©2mM dG 

fil5^0Jnf!Maa-C»|RS*ffi^-&fc^ HtfQIAquick#?A (*T7*>a) {3 

#32-8-l©DNA 50ng*x>7 , b- h h tTPCRSJ^lct^^^-532-8-lite^ 
CD1112-1373S<D7'^>'K*n-HrS^*iS«Stfco JUS&JfoliKOD DNAtfy 

- fe* (m*SI&a) CDlOX'JT^S/a Wts>7 7— #l*5uU 10uM®7*^ 
502-508 ( 5' -ATCGGGTCCATTCCATTCAGAGAGG-3' (E5U## : 68))£10uMcD7*:7'1"? , — 
758-763E ( 5' -AATTGTCAAGAGAGAACCATCAAAGTGG-^' (IE?!I#^ : 69))£*;iV?ft5uk 
2.5mM dNTP£4uU 25mM MgCh£2uL MS7k27ul$:j!I^X.T^ cf £ tc2.5ul£)K0D D 
HA*';*?— Bfcfi^U 94&2#&> 98*15fJ\ 65jg2?>s 74jg3O8>0£Jfc£25 
1M7;U-Cfrofc 0 QIAquick PCRUSS** h T^aT;i/Cft^798bp© 
PCR]itj£*j!§StU£o »»PCRWrfr2ui*^-U >#-a®5xT4 DM* 'J^-HM 
y77-(330mM Tris-»R, PH8.0; 660mM fflq»*y«7A; lOOmM SBI^^i/^ 
A; 5mM DTT)£7uL 2mH dCTP 1.5ul,iHfcJc21.5uli:«£U T4 DNAtf'J*?- 
-tf 3o.-y N*Jnx.T> 12*fc:T30#IHfifc£-&fc« 80J9Et 15^IH«S L "C ^tS 
ZMZ, QIAquick PCR*t»*y H:<tt)?-i7;H:fl^Silfc. l^-y 
T4 DNAU#~ fe* (TD^^a) T*^OA*<)/7y-(30iiiM Tris-HCl(pH7.8), 10m 
MMgCL, lOmM DTT, lmM ATP)*ffl^TpGEX-2TK%ftJIE#*EcoRI, BamHIT*#Hb U 
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tf^-T £ * > ;S 7 If £ GST-PDZ56 1 Ztt I* tz „ 

iililtl LTn 7*7 -f T— 1-7(5' -ATCGATGGGTAGTAATCACACACAG-3' (1E^J#^ : 7 
0))£7^ ^-527-532E(5'-MHGCTATACTGGATCCAGAGAGTGG-3' (IgSWf : 71)) 

t^o-> 32-8-1/5E3 ^^yru-htLxmm^ : 1 © 7> * J m 1 l#fr £ 

1142#$3-K1-^PCRM^I$±MO^{C e toT^S!itx IrJI;£#{CTT4 DNA* 

fefT^MU «8ft. pGEX-2TK£#J^ii)ilEcoRI,BamHI^ftU 
7£ifc£^fc*©£g*&E/fc£fTl\ *©£MT*J^DH5:P;i/7y£^i!k& 
Lfco CC7)^Sm^^-r^lE^^^>^7S^GST-PDZ14i:«f>tltfco 

GST-PDZ56<£^mi-^^g©^tem<*:{iaT©^^{3 J: *)mi t to H £ fi 
tz*mm(DftmfcWi:fc<Dnu--%4'Z>fc\,\ 2ml LB^Jfe(5gn7 K-f-7 hi 
h(7=-f 7u#),10gM7 h-h ij7h>(r-f 7=i4±),l0g NaCl£3£g 
*C&PLTlL£L£fc©)£100ug/ml©7*>t^'J LfcigtfeT'37j£T- 
i«feM£:7f&«U £ft£100^£|^c;TO©J&ifet#&LT\ IPTGU v7Dt;i/ 

LT^©o*>©100ul^l5,000|s]S10«)CDji/C^{3«t Clft£10X-2 
0«-tf UT^U^T^ K>7>fc<fc £8?#TLfc„ *GD^ ^ftl<DBn&&<£ 
£ o V \ T IPTG tc J; ») 55Kda© GSTS(£ 7 > ;s 7 !S # ^g^T* t £ £ £ # 7 ^ 

infflnfrtj; !3^#^^tlfc55Kda(Z)^>^7K©^*> K#SI^£tl£ (03 1 
0) o 1^tfli±10%-20%SDS-^U7 > 7U;i/7'^ h'^UCi t)^Lfe-^>7;i/$: ^ U 
tf^ftcD^eD^-PtBio-RadttcD-fe* ^^Dy^-^tot, 7"i7 
M:Sio^t^^t, ^W^ISIs?bfco CICD7-f;i/7-£5JU*A* 
^(r^7^K 2.5% ^M7';i/7^>(i/7*x'tt> A5940K T-TBS(20mM T 
ris-HCl (pH7.5), 150mM NaCl, 0.05X Tween20)^4J^T— Bfc7*D y=3p>7*U 7 
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7;bT^Ta©tyygkGSTIft#*100Wgttft(*:#fl* (117>*2*$)19. 0.5% 

t-tbs) t-«iu g»-emioRj&*-sfc8u ^'J7t 

X77^ — b y IgGSirMttfrRiTC 1000& U 
GST Detection Module (7 ^l/VS/Tft) -C&tfciLfco 
GST-PDZ14£o^TfcH«fclS3i*fTofc. {IU ^»SDH5"CH:IPTGt:i5» 
#«SO»*#£< fcfrofcfcJk feilffltti: LTtt*»aHB101,JM109*ttfflb- 
fee 01 lC*-TJ:ac:^MiaHB101-Ctt«aa*©«tt»*?)^<H: 

^H@JMlO9t:j3^T9OKDa{t5£t:GST-PDZ14fi*0n*> h*#«fc<^ 

(2) GST»£32-8-l*W**K©!eSfc»K 

3*/\> F7f^/«* : #*SIEg<=>j 217'*-s;ciB*©H^*W^*0fl J »© 
^|;^of; 0 GST-PDZ14,GST-PDZ56tt*il*ft2L©LBfc*T!J3*U 37^T 1 B# 
IH««tfc©^ IPTG4*»«JS0.1riIK:«:««t^t:»iPL, 25JtT*5^Mi:o 
igULfco 7000|I||B?10£IB£TliaUfc»x PBS,1% TritonX-lOOfrfcfc* V- 

frofeo l0 f 000@l£TH5£fHI»'&l/^ J:l*Wft^77D- *©*T7 
ACMU PBS-e«fc<ft#LfcgK GST Purification Hodule©x»Ja-S/a> 

f&acffifflbfcpGBMTK^**- (7 7Jl/Ti/7tt) fcJ^-S-l&fc? 

£ TLeu-Val-Pro-Arg-Gly-Serj frtbta%T X 7i$3- l/ - 

-Hf-C»5^D>K>rDx7--tft:«J;DGST^w^KC:S«'*«IDttr^i:* J 
T*£*o C©Cfctt32-8-l»f^ff:a-K1-3*W^J( (32-8-1* W^ft) 
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fcPDZH, Vm%(D®ft(Dfr*V)),$ ^**y^7 7 u-7.^1&€[\^tiLUftmb L 
TmM-rSdh^-C-tfe (0 1 2, 13. 1 4) <, 131 2(Cj|£*l3<fc7fc3$55 
Kda©GST-PDZ56#>^7«<D^-> h" (1/->11,12) li, 7sP>e>fC«fc 
C J; D25Ida©GST* W*7SC £^30KDaCDPDZ56* >;t^lCM^nii5 0 ( U 
->10) > ^fcmGSTtfL^$fflV%fe»>JiX^>7P«y5 1 'f >^CD^^ tfEGSTfittt 
tt55Kda« 25Kda©GST*Wt£>R&£if^> K i:0#£jfc Lfcfctf) (01 3) N 
«tfr£PDZ56* Wl7jttD®##&30Kda©M> K i: LTtO t) lll^tlt V^C 
SIELfc (U->8, 9) o |iiafc:LTGST-PDZ14{3^^T*»^P>t>© ?8<bfC 
£ DUI 1 4 tcfc3£5£^90Kda©GST-PDZ14tt, 7 D > S^YbtC «fc 25 

KdaOGST^ W^I i:l^65Kda©PDZ14^ >/-?7R0g|5#£l;:#g£-r3;:£: # nTfg 

E^SW r £Dtfc^x^> h*7y 7/lilfi : *MSlEK£>j (cga«GD#?£t £ t) 

naffifcZft^fco M*^^{CO^TttGST^->7JL-^a>->77 1 A (7 7 
;uvj/^±) j 16^-:>*tffl$©7P>t>-iZJBr (Thrombin Cleavage) GDJflicgfi 
«£*lTl^£;S}£ic:&VV i6^^>^7Minig$>fe510ul(10cleavage unit)CD7 
o > t > ^ ma L T MST 1 6^P^S1- 3 C ^ T- GSTgff# i: PDZ14 £ &PDZ56 * > 
;<7ra#£$JDgiU ^^f^">Hz77D-^C0*7A (77 
tt0»r^tLfeGST^>7'?7Mgi5^^^^-a--5C:i:T-PDZ14 0.56mg £fcfciPDZ56 
3. 5ngO * MSf5#£ * 5 A (Dmm. !3 i: LT 0J& t fc„ 
(3) 7^a^mtnjlt:«tS#y *n-xMt#©fl;§Si 

fc«kow&tifco ^iii^{i^F , g{ce7it^iag$,fct)^^ , ;T^>^7Mo^L 
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3t:0.5mgi5DPDZ56tfc{i0.22ing©PDZ14>£^{C<fc ?>M©:7D-f > *%±7*Ja.rt 

y y (fca) tmm Littam^fti? a > t lx %m u zmmorsmxa. 25mg®PD 

Z56 £ tz &PDZ14& Hfi© 7 o 4 > h* ^££7 ^ j. ^ > h (FICA) £?§*a U fefAJ^x 
7St£SDS-PAGEtcJ;b#a(U PVDFM ( ^ U #7>tt-f * to >-P) tc&^x 7 

(4) ^h*CJ;5^'J^D-t;«OM 

217^ 7 ^©^77- K32-8-l-17(K?iJ#^ : 72tc*T) tteMffi^ttMilL 

>;S7!H£UTSulfo-MBS&£J: D#\y7'J >7£-yrfc&. 2^<D £ U 
fco ^0^(iJ^rtt^^^l^^fcd^vU7^>^7^O^tfcO.4mgO^ 
7^ K 32-8-1-17% S£ DflC7P^ > K^7S/o-^*> h (FCA) tmm L 

0*7 »J 7* >/^fO^Lfc^7f h*32-8-l-17£^S©7 > h*^^:7 
>>'i/0 h(FICA)hM«ILfeJnJ!iix';i/^3>hLTJ$TlC^Lfeo tfjtfWffifcfc 
^7^h*32-8-l-17£n— ^-f >7XfcELISA7l/- h £ffl^T3!!l£U 
+#±# Ufc i: CI ^tM^ifc. 

( 5 ) * u 7 d -^;uJa#cD£*&tt 

^7^ K 32-8-1-17, &tfCGSTIfci^7>/l7!at UT3g^£#fc^ 7P>t 
>T^bLT32-8-ljte^^O^§#tfJ;o^iimLfePDZ14^J;OTZ56%> 

* K W^ffl^fc^xTx^^Dy^ >7*{cj;>3^ffitfeo 7n 
^r^tOTDf-f^ Kl/fCDo^ fch£M (Testis: T),#tej|5(Skelet 
al Muscle: Sk),JJF H (Liver: Lv),ii>fli&( Heart: H)J«(Brain: B)CD&£IM0lfflBS 
?S[M100ug$10X-20%SDS-^'J77';;i/7^ h*7\>W;:J;D#&U ^'J#7ft<D 
^ep>-PtcBio-Rad#CD-fe3. 7d y 7-£^T> vxa7;HC§3a 
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7uftk 2.5»l7;i/7;>(i/m, A5940K T-TBS(20mM Tris-HCl (pH7. 
5), 150mMNaCl, 0.05% Tween20)T4jgT— Bfe^P y *>7U &*7V*tiM *§£ 

mmizVLttftttm (uu^a*;^ o.5%*&Lm7)),7i>, t-tbs) x 

Hf) Siao^hurhrtfy^K^^^ (7Ti/tAt) $2500 tefcHfc 

tllilf:. 01 5t*rJ:afcl30Haft5£fcl^rn©t(v<*:i:*SJ6"r 

332-8-1* W^KS*i:ji4jtt4/t> ffFia^lo-!t>r;i/{cib*^T^tii 

[%mmi] RACE t:J:5686-l-4±»cDNA^n — >©^n-->^ 
5' RACE (Rapid amplification of cDNA End)&(c «fc D t hJEBA'MU t) * p- 
->^Lfc686-l-4cfc!3^^^{c5'fBJO±^©cDNA*o->$^5C^$iS^fco 

(1) RACE (CJ:£cDNA * d->D-20* p-->^ 

t hsUJw©cDNA^ 75 'J-iHt^D>f'^t0^7V>l/T-f-t h 
BgcDNA (#7400-1) £flH>T5' RACE (Rapid amplification of cDNA End) fcfr.o 
fco 5' EACE<DEJfc»0lU*fci\ ?7V>l/f^-t M&ABKcDNA 5uli:10uM 7 
yj"? — #878( iE^'J 5' -TTTGTGCCCACCAGAGCCAAGTCAG-3' (E^Jfrt : 73) ),10uM 
API 7*5 >f MSft<0*©*ttffl: 5' -CCATCCTAATACGACTCACTATAGGG 

C-3' (E3IM- : 42) £-£tl-?*ilul, lul AdvantageTM KlenTaq#'j*7~t?S 
y*7M3mm$L CLK8417-1), 33ul AM U 50ul£L£o U— 

t^*7-*ffl^fcPCRtt* 95ftlfl\ 95&5^&£tf72j£4#£5[sk 95&5#£<fc 
tf70ft4#£5|IU 95jft5#£*tf68£4#&25|II©£jfcTffofc#, P 
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tttftitiSft&fr'ofco %Zt:Rfom%5Qfelz%VlU *©-5*>©5ul£5ul lOx A 
dvantageTM KlenTaq^y 7 ?-(*y h^tt©&©£&/8) , 4ul 2.5mM dNTP, 
lul lOuM AP27*7>f h»ffi©fc6D*ttJB: IB^J 5' -ACTCACTATAGGGCTCG 

AGCGGC-3' (E9J#^:44)) , lul lOuM 32-8-1 5' RACE** K75-fT-#7 
57 (E3I 5'-GTGAAAGGGGTAAAGGCTTAGCAAC-3 J liH^I#-t : 74) ), lul AdvantageTM 
KlenTaq* 'J * v— if ^ v 7 * (TOYOBO CLK8417-1 ), 33ul R>f # U 
50ulfcLfco 95j0El«\ 95*5»j3«tU e 72«4^45|g. 95*5«>* £lF«4#£5[Ik 
95^5^fe e fctf68Jt4^§15lH]©S^T-^^7 1 'i' KPCRSfrV^ #U.8kb©M>K£ 
?#feo 0.8%T*D-^y;i/t:T^«^ tt3©>*> b*£1jDt>£UTQIAquick Ge 
1 Extraction Kit (QIAGEN 28706 )£Ttt«U pGEM-T^7 7—>7r AKProme 
ga A3600)©^-A7Vl/fcfi£^TA*n-->7"Lfc. -£©*§m#?>*lfc7 n->£ 
D-2fc£fl-tffco 

«£E#J©fc£ttlilf3fc©#»fcftv\ !r>S/ 
>^TSl/7='f — l/7^J/a>*jf h (^-^r>x;i/7-tt Catalog #402122) 4 
JB^fctf-f 7;i/*>-7x>7&£T1776iIg#©iMSE^J£&£Lfc:a ft^Lfc 
tt*E5«tt590T^yM*=i— KLT^fc (E8I#£:75) . 

(2) RACEti^cDNA 7 o->1.2Kb#33©7 o-x>7* 

7n->D-2©E*Jfc#£1"**— T^'J-t^ >^7l/-A{ix E^iJ#"t : 3 
©E9J©781#B©ffla^!5±8E©Eai"C*!K *"-7> 'J-t^ >7"7l/-AI± 

>7"7U-At±»l%T^3*#*&*lfc« ^-T\ JffftCT'^'f 
5'EACE^fT^ofco r>7U-hi:lt^D>r«y^t0^7V>Ur'f-t h 
BBcDNA (#7400-1) £flH>T5' RACE (Rapid amplification of cDNA End) $f? o 
fco 5' RACE©KM©iSa^li> 77y>l/f-f-t hJ^ABHcDNA 5ul£10uM 7 
7 -f v— B5R-K5* -GGAGATGGAGAACGGGAAACTATGG-3' (EW*^ : 73) ),10uM API 
77 ■?-( ffitt® © : E8I 5' -CCATCCTAATACGACTCACTATAGGGC-3 
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' (IB^JS"t:42) £*il-e*llul, 5ul 1 Ox AdvantageTM KlenTaq;W 77-{* 
v hMtt<Db<D%&%) x 4ul 2.5mM dNTP, lul AdvantageTM KlenTaq#lM5 
-Hf* y**(TOYOBO CLK8417-1), 33ul U 50ul£Ufco V- 

t?7-ZR\,\1tm<D3k1fr&M&lfc 95ft5»*«kV72ft3^ft50, 95j£ 
5»*J;tf70*3#*5ia, 95£5#£cfcV68ft3#*25[s!®£&^fTofc#, M> K 
*tftiB-fa;i£:tt , «&A^fc 0 *£^jft?ft£5(MBfc:#*U ^©?*>©5ul£ 
T>7 , U-hhLT^Xr>f KPCR**Tojfc„ 5ul 1 Ox AdvantageTM KlenTaqMy 
77-(*s> , 4ul 2.5mM dNTP, lul lOuM AP27*^T- 

(+fhSM©4©*ffiffl: E8I 5' -ACTCACTATAGGGCTCGAGCGGC-3' (iS?iJ#^ : 4 
4)) , lul©10uM 7*7 V-B5R-2 (5' -GAACGGGAAACTATGGGGCTGACAA-3' (IS#J# 
: 74) ), lul AdvantageTM KlenTaqtf U * 5— fe* a y £*(TOYOBO CLK8417-1), 
33ul NM*>fr1tm&U 50uli:tfco 95£10\ 95«58>:feJ;iW2«3#£5|BK 
95jft58>££tf70«3#£5|Elx 95J^5#45cttJ t 68)g3^$15|UcDSii&©^^ ift0.8 

QIAquick Gel Extraction Kit (QIAGEN 28706 )£T*&ffiU pGEM-T^ * — 
^Al(7-P^^a A3600)©^-a.^;i,£^TA^D-->^U;fco *©Kg*^C> 
ftfc*D->£1.2kb#33h£ttttfco auMfcHSfcbTESE#J£»£Ufc$gaL 
71# g ©J«4» £ a ATG#g*J® * 5^- > t^g^ Ln 235 r ^ u - K 
LT^fco /^z;i/^->|± x ^D->D-2{Cj3(t-5108#^f)110#© 

*a^3-KTS77i/¥->©<Mfcffi!Su ^p->d-2cde?U©1#^?>iio# 
©iggl±£n-->1.2kb#33hfi&^T^£o ZVtztbs ^m^tltz^-y> 

( 3 ) <fc i ftMrnomwiffii 
TV**fc HITC/1*;H (11402-1),' t rMTC^*;HI (K1421-1), t rJ&JBMTC^ 
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*;H (K1425-l)£fflV>fc 0 Ell6-AlC^Ufc*)CD{±s &> KOSJt^fft^oTfr o 
fcPCR©*£HT-<fc£o lOulCDPreMixTaq (ExTaq TM Version) (TAKARA PR003A), 2 
ul©2uM 6860 7*7 ^T-(E5»J#-t : 66/IE?!l#-t : 83©2970~2989& N 11117(731 
~20&iC*§^-f 3) x 2ul©2uM 686E7*7^T-(K#I#^ : 67/KW#^ : 83© 
3635~3654& 017©666~685{fctC*Bl-f £) , lul©^-$lcDNA N 5ul©ffiH :* 
>**JB^LT20oli:LTRiS*ffofc 0 94&5fl\ rg4jgi5fj\ 50&30g>, 72Jt 
30g>j ©3*7 % y7©PCR£ji&£30[s|fTofc&, 72S7#©fl»3&EJfc£fTfc7fc 0 

*©*£m, H(l). l6«(7) f #«»(8),W*(10),l*«(14) f »*(15),teJeiCi»« 
(18) f |&JS»»(19) l a&je#ttffli(22)t:*l f >T*^«ai s Jft&*i«:« 15ul 
©PreMixTaq (ExTaq TM Version) (TAKARA PR003A), 3ul©2uM 68607*7 -fT- 
(E?'J#^ : 66) , 3ul©2uM XE7*7^ v-(ffifll#^ : 15/8B?iJ#^f : 83©3915~ 
3934GL BH7©946-965(fl:CfflSr5) n lul©Sg-ii cDNA \ 8ul©IBM *>zfc 
*fi^LT30ultbTKJ«-*ffofc. 94*50\ rg4£i5fj\ 50£308\ 72gl 
#j ©3^^^ 7*©PCR£jfo£ 30[stfTo fcg*\ 72jft7^0#SSi6*fTfto3t 0 01 
6-Btf^r«fcat750l»Ps 850bp. 950bp®38£©te¥fcfctfi#T* 
>^taibfc, H16-A, 16-Bi:%{CPH:686D7 , 7^ 686E 

7*7 -r v - 1 XE7- 5 -y V -© p*g t #4 f 3 ffiai © * -e MM® 7 77 > 7* 

7 fcfl&JISifoitoPCRm&fr 5 3at^©PCR0^l^ 7 P > 7* L 7 □ > 7*iis 
gEi©A*> K£1#>)£LTQIAquick Gel Extraction Kit (QIAGEN 28706)CTm 
§ttU pGEM-T^7 7-^77 L AI(Proniega A3600)©T^i7VHc&V^ofco 

(4) 7o->FH750, FH85(K FH950©jlfK : PIii?!I©fi?#T 

7o-->7'L*:PCR^tilcc>^ HffM©^St:^^x ffi*E9!I©^*ffofc. 
&£LfcFH75(K FH850, FH950©iggK?!]£E8l#-^ : 79 N 80, 81C^T„ 

3a^©DNA©ig^j Lit $ © £ Era * raise ^-r « is^j#^73i#^ -c & 

3SM©DNA©1H?'J J±I5I-T & * FH850&819# i ©«fr £ 128! #FH950 
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ZOXr^j *>>?<D&m, FH850"C(i819-821#g©iE^J{C^±3 K>#£t> 
FH750T-H:, FH95O0ffd?'J©732#fr£>9423l#x:7-5>f i>>^tT210bp©iife^ 

1.2kb#33 (IE?'J#-f : 78) , D-2 (ESI«- : 75) , IE?'J#^ : 3£g*S£H*S 
£ ft &*l.SR?!l (EJ26#jS) r^-f •?-686Dfc7*7'f v-XE£&£ 

JlfcfK#tt686^-4CDEaifci#U FH750h|5ll:iE^JT*feofco ^©FH750M<3DX 

r7^^>^tioT^r^c:^^^$n5te¥Mti{c^t;rs^p-> : &32 

-8-lai:fft£Lfc ROT'S y»E3»J*E#IM : 82C. cDNAOffiSE^J 

*K*J#^ : 85£^T) . 32-8-la&20007 ^Kfca-FLa*. FH950 

>£32-8-lb (*Wl*R©7 , S>'iHB#J&EBI#9' : 83C, cDNA©Jg«IH?'J£IE 
*J*5 : S6£mT) btiZLito 32-8-lbfct20707 S ;fi^n- K L5 So 
2-3©aH5 : PB:13fflCDPDZ r*pW>£;ftT£o FH85OS0X77f $/>^tc 
«tO^DSe¥0«Btt^©»«t:*^T»±3 K 12397- $y 
KL*3-KT-t&v^o CltittPDZM'f >£7{lLA»W£fcV^i:fc:fc§o £© 
IflSltMt 5^u->^ 32-8-lc ( * > /1 * M<D 7 S y £E$l £E?>J#-t 
:84C N cDNA©^SK3?!l^i2?!J#^ : 87{C^r) fc#£Lfco 

fc4b\ l"32-8-lbj £ rAF00168j (Mus musculus 90RF binding protein 1 (9 
BP-1) mRNA, partial cds.) ©E5fl®Jtl8£EI2Qfc:s r32-8-lbj £ f"AJ001319j 
(Homo sapiens mRNA for multi PDZ domain protein) ©II?!I©it$t£l2l21fc: N 
T32-8-lbj £ rAJ001320j (Rattus norvegius mRNA for multi PDZ domain pr 
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otein) ©E7y©lt«ftl222fr&24C*fteix^To *fcx 
Yt%*y>W% (E?'J#^:83) ©PDZM-f >©ESI*EI25fc:^-f« 
(6) ^x^^>7d y^-f >^£J;;5*£?»32-8-lbSejl0H£ 
t h#^«It (human neroblastoma) SH-SY5Y», t hStf&S (teratoc 
arcinoma) NT-2«B4 Uf-^^ >K^JW*tT = a-P >fc^**fc«Wl*SD 

*;i^-ft5X**AOi/*(Difcoft»K 2.5% *ihm7)l7Z XSigma A5940K 
T-TBS (20mM Tris-HCl (pH7.5), 150mM NaCl, 0-05% Tween20K*4j£T--Bfc7n * 
*>^U #^^4ftn:jfll*S:S0OO^K:tft(**lR« 0.5% ^MfH 

7)l7i>, T-TBS) -C#RU *fl-cmiHKlS**fca^ tf^-^- >»l»OJft^ 

r>a^W^^^- if) HIB©* hi/ 7 h7W>-\Z**>&&& (7 
*250(Mgt:taf*:#f?»"C #RLfcfc0fcM-C15#£Jfc£-£*: 
& N T-TBST-«fc<8fei*U 7?-VtAttfflEa»^ hSffl^T^a7M: 
ftV^&#CJ:aKfc^>Fft&ffll,/!:. 019£^ SH-SY5Y, NT-Nil 

£L*n>t:>-eiiHbL jg® © * ft £fc J: 3 C L & PDZ56 ft L fc 

^^^OtrtJ&^#3D(DV^rn(DtaJfll^t*V>T*250Kdai: t) tfl^fiO^l^Sfi 
% £&{iJ b fc o 32-8-lbg S St #±£2070T * y®2 £ 3 - b* T £ £ £: £ ft £ 
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1. : Is 2 N 8 2, 8 3 £tz\Z8 4 fcffl«©7S ^KEMfrfcfcS 

2 . i5?!j#^ : U 2 , 8 2, 8 3 £ fctt 8 4 lc§3f*©7' y KEEIC^T 

3. gf#£l£fcB:2£ga«©* w^Ei:, #fc< fcM t>©ifc#R»»(fc 

4. naasi^e, 3©^rftM:Ett©* w^kss-htsdnao 

5. E9J#5 : 2(c|3^O^SE5>J^?)^ ; 2)DNA^L<« j e0-^t^-ri>7'> 

6. »#JS4CK«©DNA*£ir'***-« 

7 . I*! 4 tlB«©DNA««5^RlfiBt:«^-r5 JBUlEJjH*. 

8 . «f#a7ci3«©»jctKift#:*««r*xa*^ mim 1 3©^ 
■mfrtia*©* w**h©£M£$£« 

9. 3SX£l#-& 3©^r;h>fcEtt©*>^*Kfcfttfc* >>**R£&tt£ 
1 0 . m&m 1 Sfcli 2 CfB«©* wt£Rfc«tBifc^©S£?M«^88i 

e^sMiRrsxas^tf. 1x1.1 ■£it&2izum<D*>JV?ntz%&T2>* 

1 1. Sj^lt^tt2Cffl*©*w^RC££T«*w^fC. 

12. «*S9Cffi«©*ast«k>)*«L5 3^ ttXEl lfcE*©*W<* 

Mo 
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14. m&mi ocjB«o»act:«fcDJiiiiL^^ si&s i 3 cgsftoae^- 

15. »*3Sl*fctt2t:l3«©^wi^KK:^-rsJn:#. 
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848 FI SLLKTAKMTVKLTIHAENP DSQAVPSAAGAASGEKKNSSQSLMVPQSG 897 
lllllllll INI : llll llll. I 111:1.. II. II 
2 FISLLKTAKATVKLIVRAENPACPAVPSSAVTVSGERKDNSQTPAVP. . . 48 

• • • • • 

898 SPEPES I RNTSRSSTPAI FASDP ATCP I IPGCETTI EI SKGRTGLGLS I V 94? 

■I: I I .lllllllhllllllllllllllllll rlll.llllllll 
49 APDLEPIPSTSRSSTPAVFASOPATCPIIPGCEniGVSKGQTGLGLSIV 98 

948 GGSDTLLGAFIIHEVYEEGAACKDGRLWAGDQILEVNGIDLRKATHDEAI 997 

lllllllll llllllllllllllllllllllllllllllllllllllll 
99 GGSDTLLGAIIIHEVYEEGAACKDGRLWAGOQILEVNGIOLRKATHDEAI 148 

• * . . • 

998 NVLRQTPQRVRLTLYRDEAPYKEEEVCOTLTIE. .LQRKPGKGLGLSIVG 1045 

lllllllllll.lllllllllllhllll III IILIIIIIIIIIII 
149 NVLRQTPQRVRVTLYROEAPYKEEDVCDTFTI ELQLQKRPGKGLGLSI VG 198 

1046 KRNDTGVFVSOIVKGGIADPOGRLIQGDQILLVNGEDVRNASQEAVAALL 1095 

lllllllllllllllllll llll. 111111:1111111. Lllllllll 
199 KRNDTGVFVSOIVKGGIADADGRLMQGOQILNVNGEOVRHATQEAVAALL 248 

1096 KCSLGTVTLEVGRIKAGPFHSERRPSQTSQVSEGSLSSFTFPLSGSSTSE 1145 

lllll llllllhll llllllllll.lllll llllll llll .III 
249 KCSL6AVTLEVGRVKAAPFHSERRPSQSSQVSESSLSSFTPPLSGINTSE 298 

1146 SLESSSKKNALASEIQGLRTVEMKKGPTOSLGISIAGGVGSPLGOVPIFI 1195 

IIII.IIIIIJIIIII lllll. llll IIIMIIIIIIIIIIIIIIM 
299 SLESNSKKNALASEIQRLRTVEIKKGPADSLGLSIAGGVGSPLGDVPIFI 348 

1196 AWHPTGVAAOTQKLRVGDRI VriCGTSTEOfTHTQAVNLLKNASGSI EH 1245 

lllll llllllllllllllllllllllhlllllllllhllllllll. 

349 AWWPNGVAAOTQKLRVGDRIVTICGTSTDOffHTQAVNLMKNASGSIEV 398 
1246 QWAGGDVSWTGHHQEPASSSLSFTGLTSTSIFQDDLGPPQCKSmER 1295 

niiiiiiiimi ii i. i.iiini.iii mini i.ni:i 

399 QVVAGGDVSWTGHC3QELANPCLAFTGLTSSSIFP0DLGPPQSKTITL0R 448 

1296 GPOGLGFSIVGGYGSPHGDLP IYVKTVFAKGAASEDGRLKRGDQI IAVNG 1345 

lllllllllllllllllllllllllllllllll.llllllllllllllll 
449 GPDGLGFSIVGGY6SPHG0LPIYVKTVFAKGAAAEDGRLKRGDQIIAVNG 498 

1346 QSLEGVTHEEAVAILKRTKGTVTLHVLS 1373 

1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 r 1 1 

499 QSLEGVTHEEAVA I LKRTKGTVTLMVLS 526 
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921 ATCPIIPGCETTIEISKGRTGLGLSIVGGSDTLLGAFIIHEVYEEGAACK 970 

' IIIIIIIUIIIIIIIIIIIIIIIIHIIIIIIIII MIMIIIIIIII 

1 ATCPIIPGCETTIEISKGRTGLGLSIVGGSDTLLGAI I IHEVYEEGAACK 50 
971 OGRLMAGOQiLEVMGIDLRKATHDEAINVLRQTPQRVRLTLYRDEAPYKE 1020 

51 OGRLVIAGDQILEVNGIOLRKATHDEAINVLRQTPQRVRLTLYROEAPYKE 100 
1021 EEVCOTLTIELQKKPGRGLGLSIVGKRNOTGVRSOIVKGGIA^POGRLI 1070 

101 EEVOTTL7IELQKKPGKGLGLSIVGKRNDTGVFVSDIVKGGIADAD6RLM 150 
1071 QGMILLVNGEDVRNASQEAVAALLKCSLGTVTLEVGRIKAGPFHSERRP 1120 

151 QGDQIUwI^VRMATQEAV 2°° 

• • * 

1121 SQTSQVSEGSLSSFTFPLSGSSTSESLESSSKKNALASEIQGLRTVEMKK 1170 
201 SQSSQVSEGSLSSFTFPLSGSSTSESLESSSKXNALASEIQGLRTVEMKK 250 
1171 GPTDSLGISIAGGVGSPLGDVPIFIAMMHPTGVAAQTQKLRVGDRIVTIC 1220 

251 GPTDSLGISIAGWGSP^ 300 
1221 GTSTEOimQAVNLLKMASGSIEMQVVAGGDVSVVTGHHQEPASSSLSF 1270 



301 GTSTE^WVNLLKNASGSIEMQWAI^VSmGHQQEPASSSLSF 350 
1271 TGLTSTSIFQDDLGPPQCKSITLERGPD6LGFSIVGGYGSPHGDLPIYVK 1320 



351 taTS^iFMOLGPPQCXSITLERGPOGLISRIVGGYGSPHGOLPIYVK 400 
1321 TVFAKGAASEDGRLKRGOQI IAVNGQSl£GVTH^VM WRTOfiTVTlH 1370 



401 TVFAKGAASEDGRLKRGOQI I AVNGQSLEGVTHEEAVAILKRTKGTVTLM 450 

1371 VLS 1373 
III 

451 VLS 453 
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AGIQHIELE. 
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LDYQD 


PIDPASTVII 


IRSLVPGGIA 
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1 50 

PDZ-A RHVEVFELLK . PPSGGLGFS WGLRS ENRGEL.GI FVQEIQEGSV 

PDZ-B QHMETIEL.V .NDGSGLGFG IIGGK ATGV IVKTILPGGV 

PDZ-C SETFDVELTK .N.VQGLGIT IAGYIG DKKLEPSGI FVKSITKSSA 

PDZ-D YEIWAHVSK FSENSGLGIS LEATVGHH FIRSVLPEGP 

PDZ-E AGIQHIMLEK .G.SKGLGFS ILDYQD PIDPASTVI IIRSLVPGGI 

PDZ-F SFERTINIAK . G. NSSLGMT VSANKDGL GM IVRSIIHGGA 

PDZ-G NQPRRVELWR .EPSKSLGIS IVGGRGMGSR LSNGEVMRGI FIKHVLEDRP 

PDZ-H GELHMIELEK .G.HSGLGLS LAG NKDRSRMSV FIVGIDPNGA 

PDZ-I KNVQHLELPK .D.QGGLGIA IS EEDTLSGV IIKSLTEHGV 

PDZ-J GCETTIEISK .G.RTGLGLS IVG GSDTLLGAF IIHEVYEEGA 

PDZ-K CDTLTIELQK .KPGKGLGLS IVGKRN DTGV FVSDIVKGGI 

PDZ-L QGLRTVEMKK .GPTOSLGIS IAGGVG SPLGDV.PI FIAMMHPTGV 

PDZ-M PQCKSITLER . GP. DGLGFS IVGGYG SPHGDL.PI YVKTVFAKGA 

51 97 

PDZ-A AHRDGRLKET DQILAINGQA LDQTITHQQA ISILQKAKDT VQLVIAR 

PDZ-B ADQHGRLCSG DHILKIGDTD LA.GMSSEQV AQVLRQCGNR VKLMIAR 

PDZ-C VEHDGRIQIG DQIIAVDGTN L.QGFTNQQA VEVLRHTGQT VLLTLMR 

PDZ-D VGHSGKLFSG DELLEVNGIT LL. GENHQDV VNILKELPIE VTMVCCR 

PDZ-E AEKDGRLLPG DRLMFVNDVN L.ENSSLEEA VEALKGAPSG TVRIGVA 

PDZ-F ISRDGRIAIG DCILSINEES TI.SVTOAQA RAMLRRHSLI GPDIKIT 

PDZ-G AGKNGTLKPG DRIVEVDGMD LRD.ASHEQA VEAIRKAGNP WFMVQS 

PDZ-H AGKDGRLQIA DELLEINGQI L.YGRSHQNA SSIIKCAPSK VKIIFIR 

PDZ-I AATDGRLKVG DQILAVDDEI V.VGYPIEKF ISLLKTAKWr VKLTIHA 

PDZ-J ACKDGRLWAG DQHEVNGID L.RKATHDEA INVLRQTPQR VRLTLYR 

PDZ-K ADPDGRLIQG DQILLVNGED VR.NASQEAV AALLKCSLGT VTLEVGR 

PDZ-L AAQTQKLRVG DRIVTICGTS T.EGSflHTQA VNLLKNASGS IEMQWA 

PDZ-M ASEDGRLKRG DQIIAVNGQS L.EGVTHEEA VAILKRTKGT VTLMVLS 
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SEQUENCE LISTING 
<110> CHOGAI RESEARCH INSTITUTE FOR MOLECULAR MEDICINE, INC. 

<120> VvzVtyvHL9\lHiflJ>i*7*i 

<130> C2-90SDP1PCT 

<140> 
<141> 

<150> JP 09-230356 

JP 10-189944 
<151> 1997-8-12 

1998-6-19 
<160> 87 

<170> Patent In version 2.0 

<210> 1 
<2ll> 1373 
<212> PRT 

<213> Homo sapience 
<400> 1 



Met Val 

1 
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Cys Cys Arg Arg Thr Val Pro Pro Thr Thr Gin Ser Glu Leu Asp Ser 

5 10 15 

Leu Asp Leu Cys Asp lie Glu Leu Thr Glu Lys Pro His Val Asp Leu 

20 25 30 

Gly Glu Phe He Gly Ser Ser Glu Thr Glu Asp Pro Val Leu Ala Met 
35 40 45 50 

Thr Asp Ala Gly Gin Ser Thr Glu Glu Val Gin Ala Pro Leu Ala Met 

55 60 65 

Trp Glu Ala Gly He Gin His He Glu Leu Glu Lys Gly Ser Lys Gly 

70 75 80 

Leu Gly Phe Ser lie Leu Asp Tyr Gin Asp Pro He Asp Pro Ala Ser 

85 90 95 

Thr Val He He He Arg Ser Leu Val Pro Gly Gly He Ala Glu Lys 

100 105 110 

Asp Gly Arg Leu Leu Pro Gly Asp Arg Leu Met Phe Val Asn Asp Val 
115 120 125 130 

Asn Leu Glu Asn Ser Ser Leu Glu Glu Ala Val Glu Ala Leu Lys Gly 

135 140 145 

Ala Pro Ser Gly Thr Val Arg He Gly Val Ala Lys Pro Leu Pro Leu 

150 155 160 

Ser Pro Glu Glu Gly Tyr Val Ser Ala Lys Glu Asp Ser Phe Leu Tyr 

165 170 175 

Pro Pro His Ser Cys Glu Glu Ala Gly Leu Ala Asp Lys Pro Leu Phe 

180 185 190 

Arg Ala Asp Leu Ala Leu Val Gly Thr Asn Asp Ala Asp Leu Val Asp 
195 200 205 210 

Glu Ser Thr Phe Glu Ser Pro Tyr Ser Pro Glu Asn Asp Ser He Tyr 
215 220 225 
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Ser Thr Gin Ala Ser He Leu Ser Leu His Gly Ser Ser Cys Gly Asp 

230 235 240 

Gly Leu Asn Tyr Gly Ser Ser Leu Pro Ser Ser Pro Pro Lys Asp Val 

245 250 255 

lie Glu Asn Ser Cys Asp Pro Val Leu Asp Leu His Met Ser Leu Glu 

260 265 270 

Glu Leu Tyr Thr Gin Asn Leu Leu Glu Arg Gin Asp Glu Asn Thr Pro 
275 280 285 290 

Ser Val Asp lie Ser Met Gly Pro Ala Ser Gly Phe Thr He Asn Asp 

295 300 305 

Tyr Thr Pro Ala Asn Ala lie Glu Gin Gin Tyr Glu Cys Glu Asn Thr 

310 315 320 

He Val Trp Thr Glu Ser His Leu Pro Ser Glu Val He Ser Ser Ala 

325 330 335 

Glu Leu Pro Ser Val Leu Pro Asp Ser Ala Gly Lys Gly Ser Glu His 

340 345 350 

Leu Leu Glu Gin Ser Ser Leu Ala Cys Asn Ala Glu Cys Val Met Leu 
355 360 365 370 

Gin Asn Val Ser Lys Glu Ser Phe Glu Arg Thr He Asn He Ala Lys 

375 380 385 

Gly Asn Ser Ser Leu Gly Met Thr Val Ser Ala Asn Lys Asp Gly Leu 

390 395 400 

Gly Met He Val Arg Ser He He His Gly Gly Ala lie Ser Arg Asp 

405 410 415 

Gly Arg He Ala He Gly Asp Cys He Leu Ser He Asn Glu Glu Ser 

420 425 430 

Thr He Ser Val Thr Asn Ala Gin Ala Arg Ala Met Leu Arg Arg His 
435 440 445 450 
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Ser Leu He Gly Pro Asp lie Lys He Thr Tyr Val Pro Ala Glu His 

455 460 465 

Leu Glu Glu Phe Lys He Ser Leu Gly Gin Gin Ser Gly Arg Yal Met 

470 475 480 

Ala Leu Asp He Phe Ser Ser Tyr Thr Gly Arg Asp He Pro Glu Leu 

485 490 495 

Pro Glu Arg Glu Glu Gly Glu Gly Glu Glu Ser Glu Leu Gin Asn Thr 

500 505 510 

Ala Tyr Ser Asn Trp Asn Gin Pro Arg Arg Val Glu Leu Trp Arg Glu 
515 520 525 530 

Pro Ser Lys Ser Leu Gly He Ser He Val Gly Gly Arg Gly Met Gly 

535 540 545 

Ser Arg Leu Ser Asn Gly Glu Val Met Arg Gly He Phe lie Lys His 

550 555 560 

Val Leu Glu Asp Ser Pro Ala Gly Lys Asn Gly Thr Leu Lys Pro Gly 

565 570 575 

Asp Arg lie Val Glu Ala Pro Ser Gin Ser Glu Ser Glu Pro Glu Lys 

580 .585 590 

Ala Pro Leu Cys Ser Val Pro Pro Pro Pro Pro Ser Ala Phe Ala Glu 
595 600 605 6 1 0 

Met Gly Ser Asp His Thr Gin Ser Ser Ala Ser Lys He Ser Gin Asp 

615 620 625 

Val Asp Lys Glu Asp Glu Phe Gly Tyr Ser Trp Lys Asn He Arg Glu 

630 635 640 

Arg Tyr Gly Thr Leu Thr Gly Glu Leu His Met He Glu Leu Glu Lys 

645 650 655 

Gly His Ser Gly Leu Gly Leu Ser Leu Ala Gly Asn Lys Asp Arg Ser 
660 665 670 
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Arg Met Ser Val Phe He Val Gly lie Asp Pro Asn Gly Ala Ala Gly 
675 680 685 690 

Lys Asp Gly Arg Leu Gin He Ala Asp Glu Leu Leu Glu He Asn Gly 

695 700 705 

Gin He Leu Tyr Gly Arg Ser His Gin Asn Ala Ser Ser He lie Lys 

710 715 720 

Cys Ala Pro Ser Lys Val Lys He lie Phe He Arg Asn Lys Asp Ala 

725 730 735 

Val Asn Gin Met Ala Val Cys Pro Gly Asn Ala Val Glu Pro Leu Pro 

740 745 750 

Ser Asn Ser Glu Asn Leu Gin Asn Lys Glu Thr Glu Pro Thr Val Thr 
755 760 765 770 

Thr Ser Asp Ala Ala Val Asp Leu Ser Ser Phe Lys Asn Val Gin His 

775 780 785 

Leu Glu Leu Pro Lys Asp Gin Gly Gly Leu Gly lie Ala He Ser Glu 

790 795 800 

Glu Asp Thr Leu Ser Gly Val He He Lys Ser Leu Thr Glu His Gly 

805 810 815 

Val Ala Ala Thr Asp Gly Arg Leu Lys Val Gly Asp Gin He Leu Ala 

820 825 830 

Val Asp Asp Glu He Val Val Gly Tyr Pro lie Glu Lys Phe lie Ser 
835 840 845 850 

Leu Leu Lys Thr Ala Lys Met Thr Val Lys Leu Thr He His Ala Glu 

855 860 865 

Asn Pro Asp Ser Gin Ala Val Pro Ser Ala Ala Gly Ala Ala Ser Gly 

870 875 880 

Glu Lys Lys Asn Ser Ser Gin Ser Leu Met Val Pro Gin Ser Gly Ser 
885 890 895 
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Pro Glu Pro Glu Ser He Arg Asn Thr Ser Arg Ser Ser Thr Pro Ala 

900 905 910 

He Phe Ala Ser Asp Pro Ala Thr Cys Pro He He Pro Gly Cys Glu 
915 920 925 930 

Thr Thr He Glu He Ser Lys Gly Arg Thr Gly Leu Gly Leu Ser He 

935 940 945 

Val Gly Gly Ser Asp Thr Leu Leu Gly Ala Phe He He His Glu Val 

950 955 960 

Tyr Glu Glu Gly Ala Ala Cys Lys Asp Gly Arg Leu Trp Ala Gly Asp 

965 970 975 

Gin He Leu Glu Val Asn Gly He Asp Leu Arg Lys Ala Thr His Asp 

980 985 990 

Glu Ala He Asn Val Leu Arg Gin Thr Pro Gin Arg Val Arg Leu Thr 
995 1000 1005 1010 

Leu Tyr Arg Asp Glu Ala Pro Tyr Lys Glu Glu Glu Val Cys Asp Thr 

1015 1020 1025 

Leu Thr He Glu Leu Gin Lys Lys Pro Gly Lys Gly Leu Gly Leu Ser 

1030 1035 1040 

lie Val Gly Lys Arg Asn Asp Thr Gly Val Phe Val Ser Asp He Val 

1045 1050 1055 

Lys Gly Gly lie Ala Asp Pro Asp Gly Arg Leu lie Gin Gly Asp Gin 

1060 1065 1070 

He Leu Leu Val Asn Gly Glu Asp Val Arg Asn Ala Ser Gin Glu Ala 
1075 1080 1085 1090 

Val Ala Ala Leu Leu Lys Cys Ser Leu Gly Thr Val Thr Leu Glu Val 

1095 1100 1105 

Gly Arg He Lys Ala Gly Pro Phe His Ser Glu Arg Arg Pro Ser Gin 
1110 1115 1120 
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Thr Ser Gin Val Ser Glu Gly Ser Leu Ser Ser Phe Thr Phe Pro Leu 

1125 1130 1135 

Ser Gly Ser Ser Thr Ser Glu Ser Leu Glu Ser Ser Ser Lys Lys Asn 

1140 . 1145 1150 

Ala Leu Ala Ser Glu He Gin Gly Leu Arg Thr Val Glu Met Lys Lys 
1155 1160 1165 1170 

Gly Pro Thr Asp Ser Leu Gly He Ser He Ala Gly Gly Val Gly Ser 

1175 1180 1185 

Pro Leu Gly Asp Val Pro He Phe He Ala Met Met His Pro Thr Gly 

1190 1195 1200 

Val Ala Ala Gin Thr Gin Lys Leu Arg Val Gly Asp Arg He Val Thr 

1205 1210 1215 

He Cys Gly Thr Ser Thr Glu Gly Met Thr His Thr Gin Ala Val Asn 

1220 1225 1230 

Leu Leu Lys Asn Ala Ser Gly Ser He Glu Met Gin Val Val Ala Gly 
1235 1240 1245 1250 

Gly Asp Val Ser Val Val Thr Gly His His Gin Glu Pro Ala Ser Ser 

1255 1260 1265 

Ser Leu Ser Phe Thr Gly Leu Thr Ser Thr Ser He Phe Gin Asp Asp 

1270 1275 1280 

Leu Gly Pro Pro Gin Cys Lys Ser He Thr Leu Glu Arg Gly Pro Asp 

1285 1290 1295 

Gly Leu Gly Phe Ser He Val Gly Gly Tyr Gly Ser Pro His Gly Asp 

1300 1305 1310 

Leu Pro He Tyr Val Lys Thr Val Phe Ala Lys Gly Ala Ala Ser Glu 
1315 1320 1325 1330 

Asp Gly Arg Leu Lys Arg Gly Asp Gin lie He Ala Val Asn Gly Gin 
1335 1340 1345 
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Ser Leu Glu Gly Val Thr His Glu Glu Ala Val Ala He Leu Lys Arg 

1350 1355 1360 

Thr Lys Gly Thr Val Thr Leu Met Val Leu Ser 
1365 1370 



<210> 2 
<21l> 1005 
<212> PET 

<213> Homo sapience 
<400> 2 

Met Leu Gin Asn Val Ser Lys Glu Ser Phe Glu Arg Thr He Asn He 

15 10 15 

Ala Lys Gly Asn Ser Ser Leu Gly Met Thr Val Ser Ala Asn Lys Asp 

20 25 30 

Gly Leu Gly Met He Val Arg Ser He He His Gly Gly Ala He Ser 

35 40 45 

Arg Asp Gly Arg He Ala He Gly Asp Cys He Leu Ser He Asn Glu 

50 55 60 

Glu Ser Thr He Ser Val Thr Asn Ala Gin Ala Arg Ala Met Leu Arg 
65 70 75 80 

Arg His Ser Leu He Gly Pro Asp He Lys lie Thr Tyr Val Pro Ala 

85 90 95 

Glu His Leu Glu Glu Phe Lys He Ser Leu Gly Gin Gin Ser Gly Arg 

100 105 110 

Val Met Ala Leu Asp He Phe Ser Ser Tyr Thr Gly Arg Asp He Pro 

115 120 125 

Glu Leu Pro Glu Arg Glu Glu Gly Glu Gly Glu Glu Ser Glu Leu Gin 
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130 135 140 

Asn Thr Ala Tyr Ser Asn Trp Asn Gin Pro Arg Arg Val Glu Leu Trp 
145 150 155 160 

Arg Glu Pro Ser Lys Ser Leu Gly He Ser lie Val Gly Gly Arg Gly 

165 170 175 

Met Gly Ser Arg Leu Ser Asn Gly Glu Val Met Arg Gly lie Phe He 

180 185 190 

Lys His Val Leu Glu Asp Ser Pro Ala Gly Lys Asn Gly Thr Leu Lys 

195 200 205 

Pro Gly Asp Arg He Val Glu Ala Pro Ser Gin Ser Glu Ser Glu Pro 

210 215 220 

Glu Lys Ala Pro Leu Cys Ser Val Pro Pro Pro Pro Pro Ser Ala Phe 
225 230 235 240 

Ala Glu Met Gly Ser Asp His Thr Gin Ser Ser Ala Ser Lys He Ser 

245 . 250 255 

Gin Asp Val Asp Lys Glu Asp Glu Phe Gly Tyr Ser Trp Lys Asn He 

260 265 270 

Arg Glu Arg Tyr Gly Thr Leu Thr Gly Glu Leu His Met He Glu Leu 

275 280 285 

Glu Lys Gly His Ser Gly Leu Gly Leu Ser Leu Ala Gly Asn Lys Asp 

290 295 300 

Arg Ser Arg Met Ser Val Phe He Val Gly He Asp Pro Asn Gly Ala 
305 310 315 320 

Ala Gly Lys Asp Gly Arg Leu Gin He Ala Asp Glu Leu Leu Glu He 

325 330 335 

Asn Gly Gin He Leu Tyr Gly Arg Ser His Gin Asn Ala Ser Ser He 

340 345 350 

He Lys Cys Ala Pro Ser Lys Val Lys He He Phe He Arg Asn Lys 
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355 360 365 

Asp Ala Val Asn Gin Met Ala Val Cys Pro Gly Asn Ala Val Glu Pro 

370 375 380 

Leu Pro Ser Asn Ser Glu Asn Leu Gin Asn Lys Glu Thr Glu Pro Thr 
385 390 395 400 

Val Thr Thr Ser Asp Ala Ala Val Asp Leu Ser Ser Phe Lys Asn Val 

405 410 415 

Gin His Leu Glu Leu Pro Lys Asp Gin Gly Gly Leu Gly He Ala lie 

420 425 430 

Ser Glu Glu Asp Thr Leu Ser Gly Val He He Lys Ser Leu Thr Glu 

435 440 445 

His Gly Val Ala Ala Thr Asp Gly Arg Leu Lys Val Gly Asp Gin He 

450 455 460 

Leu Ala Val Asp Asp Glu lie Val Val Gly Tyr Pro He Glu Lys Phe 
465 470 475 480 

He Ser Leu Leu Lys Thr Ala Lys Met Thr Val Lys Leu Thr He His 

485 490 495 

Ala Glu Asn Pro Asp Ser Gin Ala Val Pro Ser Ala Ala Gly Ala Ala 

500 505 510 

Ser Gly Glu Lys Lys Asn Ser Ser Gin Ser Leu Met Val Pro Gin Ser 

515 520 525 

Gly Ser Pro Glu Pro Glu Ser He Arg Asn Thr Ser Arg Ser Ser Thr 

530 535 540 

Pro Ala He Phe Ala Ser Asp Pro Ala Thr Cys Pro He He Pro Gly 
545 550 555 560 

Cys Glu Thr Thr He Glu He Ser Lys Gly Arg Thr Gly Leu Gly Leu 

565 570 575 

Ser He Val Gly Gly Ser Asp Thr Leu Leu Gly Ala Phe He lie His 
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580 585 590 

Glu Val Tyr Glu Glu Gly Ala Ala Cys Lys Asp Gly Arg Leu Trp Ala 

595 600 605 

Gly Asp Gin He Leu Glu Val Asn Gly He Asp Leu Arg Lys Ala Thr 

610 615 620 

His Asp Glu Ala He Asn Val Leu Arg Gin Thr Pro Gin Arg Val Arg 
625 630 635 640 

Leu Thr Leu Tyr Arg Asp Glu Ala Pro Tyr Lys Glu Glu Glu Val Cys 

645 650 655 

Asp Thr Leu Thr He Glu Leu Gin Lys Lys Pro Gly Lys Gly Leu Gly 

660 665 670 

Leu Ser He Val Gly Lys Arg Asn Asp Thr Gly Val Phe Val Ser Asp 

675 680 685 

He Val Lys Gly Gly He Ala Asp Pro Asp Gly Arg Leu He Gin Gly 

690 695 700 

Asp Gin He Leu Leu Val Asn Gly Glu Asp Val Arg Asn Ala Ser Gin 
705 710 715 720 

Glu Ala Val Ala Ala Leu Leu Lys Cys Ser Leu Gly Thr Val Thr Leu 

725 730 735 

Glu Val Gly Arg He Lys Ala Gly Pro Phe His Ser Glu Arg Arg Pro 

740 745 750 

Ser Gin Thr Ser Gin Val Ser Glu Gly Ser Leu Ser Ser Phe Thr Phe 

755 760 765 

Pro Leu Ser Gly Ser Ser Thr Ser Glu Ser Leu Glu Ser Ser Ser Lys 

770 775 780 

Lys Asn Ala Leu Ala Ser Glu He Gin Gly Leu Arg Thr Val Glu Met 
785 790 795 800 

Lys Lys Gly Pro Thr Asp Ser Leu Gly He Ser He Ala Gly Gly Val 
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805 810 815 

Gly Ser Pro Leu Gly Asp Val Pro He Phe lie Ala Met Met His Pro 

820 825 830 

Thr Gly Val Ala Ala Gin Thr Gin Lys Leu Arg Val Gly Asp Arg lie 

835 840 845 

Val Thr He Cys Gly Thr Ser Thr Glu Gly Met Thr His Thr Gin Ala 

850 855 860 

Val Asn Leu Leu Lys Asn Ala Ser Gly Ser He Glu Met Gin Val Val 
865 870 875 . 880 

Ala Gly Gly Asp Val Ser Val Val Thr Gly His His Gin Glu Pro Ala 

885 890 895 

Ser Ser Ser Leu Ser Phe Thr Gly Leu Thr Ser Thr Ser lie Phe Gin 

900 905 910 

Asp Asp Leu Gly Pro Pro Gin Cys Lys Ser He Thr Leu Glu Arg Gly 

915 920 925 

Pro Asp Gly Leu Gly Phe Ser He Val Gly Gly Tyr Gly Ser Pro His 

930 935 940 

Gly Asp Leu Pro He Tyr Val Lys Thr Val Phe Ala Lys Gly Ala Ala 
945 950 955 960 

Ser Glu Asp Gly Arg Leu Lys Arg Gly Asp Gin He He Ala Val Asn 

965 970 975 

Gly Gin Ser Leu Glu Gly Val Thr His Glu Glu Ala Val Ala He Leu 

980 985 990 

Lys Arg Thr Lys Gly Thr Val Thr Leu Met Val Leu Ser 
995 1000 1005 



<210> 3 
<211> 4880 



WO 99/07846 



PCT/JP98/03603 



13 /160 



<212> DNA 

<213> Homo sapience 

<220> 

<221> CDS 

<222> (292)... (4410) 



<400>. 3 

cccgggcccg ggcgacagtg ggacatcatt ttatccgatc tgttctacca gagggtcctg 60 

ttggacacag cgggaagctc ttcagtggag acgagctatt ggaaaataag taacgcattc 120 

agatgtttaa aatcacagag aatacaaaga taaagaatgg aaaagggtct ccttcctgtc 180 

ccaattcatc cagttctcat cacccttcat taggtaaatg gcataacttt acttggggaa 240 

aatcaccaag atgtggtgaa tatcttaaaa gaactgccta tagaagtgac a atg gtg 297 

Met Yal 

1 

tgc tgt cgt cga act gtg cca ccc acc acc caa tea gaa ttg gat age 345 
Cys Cys Arg Arg Thr Val Pro Pro Thr Thr Gin Ser Glu Leu Asp Ser 
5 10 15 



ctg gac tta tgt gat att gag eta aca gaa aag cct cac gta gat eta 
Leu Asp Leu Cys Asp He Glu Leu Thr Glu Lys Pro His Val Asp Leu 
20 25 30 



393 
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ggt gag ttc ate ggg tea tea gag aca 
Gly Glu Phe He Gly Ser Ser Giu Thr 
35 40 

act gat gcg ggt cag agt aca gaa gag 
Thr Asp Ala Gly Gin Ser Thr Glu Glu 
55 



gag gat cca gtg ctg gcg atg 441 

Glu Asp Pro Val Leu Ala Met 
45 50 

gtt caa gca cct ttg gec atg 489 

Val Gin Ala Pro Leu Ala Met 
60 65 



tgg gag get ggc att cag cac ata gag ctg gag aaa ggg age aaa gga 537 
Trp Glu Ala Gly He Gin His He Glu Leu Glu Lys Gly Ser Lys Gly 
70 75 80 

ctt ggt ttt age att tta gat tat cag gat cca att gat cca gca age 585 
Leu Gly Phe Ser He Leu Asp Tyr Gin Asp Pro He Asp Pro Ala Ser 
85 90 95 

act gtg att ata att cgt tct ttg gtg cct ggc ggc att get gaa aag 633 
Thr Val He He He Arg Ser Leu Val Pro Gly Gly He Ala Glu Lys 
100 105 110 

gat gga cga ctt ctt cct ggt gac cga etc atg ttt gta aac gat gtt 681 
Asp Gly Arg Leu Leu Pro Gly Asp Arg Leu Met Phe Val Asn Asp Val 
115 120 125 130 

aac ttg gaa aac age agt ctt gag gaa get gta gaa gca ctg aag gga 729 
Asn Leu Glu Asn Ser Ser Leu Giu Glu Ala Val Glu Ala Leu Lys Gly 
135 ■ 140 145 
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gca ccg tea ggg act gtg aga ata gga gtt get aag cct tta ccc ctt 777 

Ala Pro Ser Gly Thr Val Arg He Gly Val Ala Lys Pro Leu Pro Leu 
150 155 160 

tea cca gaa gaa ggt tat gtt tct get aag gag gat tec ttt etc tac 825 

Ser Pro Glu Glu Gly Tyr Val Ser Ala Lys Glu Asp Ser Phe Leu Tyr 
165 170 175 

cca cca cac tec tgt gag gaa gca ggg ctg get gac aaa ccc etc ttc 873 

Pro Pro His Ser Cys Glu Glu Ala Gly Leu Ala Asp Lys Pro Leu Phe 
180 185 190 



agg get gac ttg get ctg gtg ggc aca aat gat get gac tta gta gat 
Arg Ala Asp Leu Ala Leu Val Gly Thr Asn Asp Ala Asp Leu Val Asp 
195 200 205 210 



921 



gaa tec aca ttt gag tct cca tac tct cct gaa aat gac age ate tac 
Glu Ser Thr Phe Glu Ser Pro Tyr Ser Pro Glu Asn Asp Ser He Tyr 
215 220 225 



969 



tct act caa gee tct att tta tct ctt cat ggc agt tct tgt ggt gat 
Ser Thr Gin Ala Ser lie Leu Ser Leu His Gly Ser Ser Cys Gly Asp 
230 235 240 



1017 



ggc ctg aac tat ggt tct tec ctt cca tea tct cct cct aag gat gtt 
Gly Leu Asn Tyr Gly Ser Ser Leu Pro Ser Ser Pro Pro Lys Asp Val 
245 250 255 



1065 
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att gaa aat tct tgt gat cca gta ctt gat ctg cat atg tct ctg gag 1113 
He Glu Asn Ser Cys Asp Pro Val Leu Asp Leu His Met Ser Leu Glu 
260 265 270 

gaa eta tat acc cag aat etc ctg gaa aga cag gat gag aat aca cct 1161 
Glu Leu Tyr Thr Gin Asn Leu Leu Glu Arg Gin Asp Glu Asn Thr Pro 
275 280 285 290 

teg gtg gac ata agt atg ggg cct get tct ggc ttt act ata aat gac 1209 
Ser Val Asp He Ser Met Gly Pro Ala Ser Gly Phe Thr He Asn Asp 
295 300 305 

tac aca cct gca aat get att gaa caa caa tat gaa tgt gaa aac aca 1257 
Tyr Thr Pro Ala Asn Ala He Glu Gin Gin Tyr Glu Cys Glu Asn Thr 
310 315 320 

ata gtg tgg act gaa tct cat tta cca agt gaa gtt ata tea agt gca 1305 
lie Val Trp Thr Glu Ser His Leu Pro Ser Glu Val lie Ser Ser Ala 
325 330 335 

gaa ctt cct tct gtg eta ccc gat tea get gga aag ggc tct gag cac 1353 
Glu Leu Pro Ser Val Leu Pro Asp Ser Ala Gly Lys Gly Ser Glu His 
340 345 350 

ctg ctt gaa cag age tec ctg gee tgt aat get gag tgt gtc atg ctt 1401 
Leu Leu Glu Gin Ser Ser Leu Ala Cys Asn Ala Glu Cys Val Met Leu 
355 360 365 370 
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caa aat gta tct aaa gaa tct ttt gaa agg act att aat ata gca aaa 
Gin Asn Val Ser Lys Glu Ser Phe Glu Arg Thr He Asn He Ala Lys 
375 380 385 



1449 



ggc aat tct age eta gga atg aca gtt agt get aat aaa gat ggc ttg 
Gly Asn Ser Ser Leu Gly Met Thr Val Ser Ala Asn Lys Asp Gly Leu 
390 395 400 



1497 



ggg atg ate gtt cga age att att cat gga ggt gee att agt cga gat 
Gly Met He Val Arg Ser He He His Gly Gly Ala He Ser Arg Asp 
405 410 415 



1545 



ggc egg att gee att ggg gac tgc ate ttg tec att aat gaa gag tct 
Gly Arg He Ala He Gly Asp Cys He Leu Ser He Asn Glu Glu Ser 
420 425 430 



1593 



ace ate agt gta acc aat gee cag gca cga get atg ttg aga aga cat 
Thr He Ser Val Thr Asn Ala Gin Ala Arg Ala Met Leu Arg Arg His 
435 440 445 450 



1641 



tct etc att ggc cct gac ata aaa att act tat gtg cct gca gaa cat 
Ser Leu He Gly Pro Asp He Lys He Thr Tyr Val Pro Ala Glu His 
455 460 465 



1689 



ttg gaa gag ttc aaa ata age ttg gga caa caa tct gga aga gta atg 
Leu Glu Glu Phe Lys He Ser Leu Gly Gin Gin Ser Gly Arg Val Met 
470 475 480. 



1737 
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gca ctg gat att ttt tct tea tac act ggc aga gac att cca gaa tta 1785 
Ala Leu Asp He Phe Ser Ser Tyr Thr Gly Arg Asp lie Pro Glu Leu 
485 490 495 

cca gag cga gaa gag gga gag ggt gaa gaa age gaa ctt caa aac aca 1833 
Pro Glu Arg Glu Glu Gly Glu Gly Glu Glu Ser Glu Leu Gin Asn Thr 
500 505 510 

gca tat age aat tgg aat cag ccc agg egg gtg gaa etc tgg aga gaa 1881 
Ala Tyr Ser Asn Trp Asn Gin Pro Arg Arg Yal Glu Leu Trp Arg Glu 
515 520 525 530 

cca age aaa tec tta ggc ate age att gtt ggt gga cga ggg atg ggg 1929 
Pro Ser Lys Ser Leu Gly He Ser lie Val Gly Gly Arg Gly Met Gly 
535 540 545 

agt egg eta age aat gga gaa gtg atg agg ggc att ttc ate aaa cat 1977 
Ser Arg Leu Ser Asn Gly Glu Val Met Arg Gly He Phe lie Lys His 
550 555 560 

gtt ctg gaa gat agt cca get ggc aaa aat gga ace ttg aaa cct gga 2025 
Val Leu Glu Asp Ser Pro Ala Gly Lys Asn Gly Thr Leu Lys Pro Gly 
565 570 575 

gat aga ate gta gag gca ccc agt cag tea gag tea gag cca gag aag 2073 
Asp Arg He Val Glu Ala Pro Ser Gin Ser Glu Ser Glu Pro Glu Lys 
580 585 590 



WO 99/07846 



19 /160 



PCT/JP98/03603 



get cca ttg tgc agt gtg ccc cca ccc cct cct tea gee ttt gee gaa 2121 
Ala Pro Leu Cys Ser Val Pro Pro Pro Pro Pro Ser Ala Phe Ala Glu 
595 600 605 610 

atg ggt agt gat cac aca cag tea tct gca age aaa ate tea caa gat 2169 
Met Gly Ser Asp His Thr Glh Ser Ser Ala Ser Lys He Ser Gin Asp 
615 620 625 



gtg gac aaa gag gat gag ttt ggt tac age tgg aaa aat ate aga gag 
Val Asp Lys Glu Asp Glu Phe Gly Tyr Ser Trp Lys Asn He Arg Glu 
630 635 640 



2217 



cgt tat gga ace eta aca ggc gag ctg cat atg att gaa ctg gag aaa 
Arg Tyr Gly Thr Leu Thr Gly Glu Leu His Met He Glu Leu Glu Lys 
645 650 655 



2265 



ggt cat agt ggt ttg ggc eta agt ctt get ggg aac aaa gac cga tec 2313 
Gly His Ser Gly Leu Gly Leu Ser Leu Ala Gly Asn Lys Asp Arg Ser 
660 665 670 

agg atg agt gtc ttc ata gtg ggg att gat cca aat gga get gca gga 2361 
Arg Met Ser Val Phe He Val Gly He Asp Pro Asn Gly Ala Ala Gly 
675 680 685 690 

aaa gat ggt cga ttg caa att gca gat gag ctt eta gag ate aat ggt 2409 
Lys Asp Gly Arg Leu Gin He Ala Asp Glu Leu Leu Glu He Asn Gly 
695 7O0 705 
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cag att tta tat gga aga agt cat cag aat gcc tea tea ate att aaa 2457 
Gin He Leu Tyr Gly Arg Ser His Gin Asn Ala Ser Ser He He Lys 
. 710 715 720 



tgt gcc cct tct aaa gtg aaa ata att ttt ate aga aat aaa gat gca 2505 
Cys Ala Pro Ser Lys Val Lys He He Phe He Arg Asn Lys Asp Ala 
725 730 735 



gtg aat cag atg gcc gta tgt cct gga aat gca gta gaa cct ttg cct 2553 
Val Asn Gin Met Ala Val Cys Pro Gly Asn Ala Val Glu Pro Leu Pro 
740 745 750 

tct aac tea gaa aat ctt caa aat aag gag aca gag cca act gtt act 2601 
Ser Asn Ser Glu Asn Leu Gin Asn Lys Glu Thr Glu Pro Thr Val Thr 
755 760 765 770 

act tct gat gca get gtg gac etc agt tea ttt aaa aat gtg caa cat 2649 
Thr Ser Asp Ala Ala Val Asp Leu Ser Ser Phe Lys Asn Val Gin His 
775 780 785 

ctg gag ctt ccc aag gat cag ggg ggt ttg ggt att get ate age gaa 2697 
Leu Glu Leu Pro Lys Asp Gin Gly Gly Leu Gly He Ala He Ser Glu 
790 795 800 

gaa gat aca etc agt gga gtc ate ata aag age tta aca gag cat ggg 2745 
Glu Asp Thr Leu Ser Gly Val lie He Lys Ser Leu Thr Glu His Gly 
805 810 815 
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gta gca gcc acg gat gga cga etc aaa gtc gga gat cag ata ctg get 
Val Ala Ala Thr Asp Gly Arg Leu Lys Val Gly Asp Gin He Leu Ala 
820 825 830 



2793 



gta gat gat gaa att gtt gtt ggt tac cct att gaa aag ttt att age 
Val Asp Asp Glu lie Val Val Gly Tyr Pro He Glu Lys Phe He Ser 
835 840 845 850 



2841 



ctt ctg aag aca gca aag atg aca gta aaa ctt ace ate cat get gag 
Leu Leu Lys Thr Ala Lys Met Thr Val Lys Leu Thr He His Ala Glu 
855 860 865 



2889 



aat cca gat tec cag get gtt cct tea gca get ggt gca gcc agt gga 
Asn Pro Asp Ser Gin Ala Val Pro Ser Ala Ala Gly Ala Ala Ser Gly 
870 875 880 



2937 



gaa aaa aag aac age tec cag tct ctg atg gtc cca cag tct ggc tec 
Glu Lys Lys Asn Ser Ser Gin Ser Leu Met Val Pro Gin Ser Gly Ser 
885 890 895 



2985 



cca gaa ccg gag tec ate cga aat aca age aga tea tea aca cca gca 
Pro Glu Pro Glu Ser He Arg Asn Thr Ser Arg Ser Ser Thr Pro Ala 
900 905 910 



3033 



att ttt get tct gat cct gca ace tgc ccc att ate cct ggc tgc gaa 
He Phe Ala Ser Asp Pro Ala Thr Cys Pro He He Pro Gly Cys Glu 
915 920 925 930 



3081 
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aca acc ate gag att tec aaa ggg cga aca ggg ctg ggc ctg age ate 3129 
Thr Thr He Glu He Ser Lys Gly Arg Thr Gly Leu Gly Leu Ser He 
935 940 945 



gtt ggg ggt tea gac acg ctg ctg ggt gec ttt att ate cat gaa gtt 3177 
Val Gly Gly Ser Asp Thr Leu Leu Gly Ala Phe He He His Glu Val 
950 955 960 

tat gaa gaa gga gca gca tgt aaa gat gga aga etc tgg get gga gat 3225 
Tyr Glu Glu Gly Ala Ala Cys Lys Asp Gly Arg Leu Trp Ala Gly Asp 
965 970 975 

cag ate tta gag gtg aat gga att gac ttg agg aag gee aca cat gat 3273 
Gin He Leu Glu Val Asn Gly lie Asp Leu Arg Lys Ala Thr His Asp 
980 985 990 

gaa gca ate aat gtc ctg aga cag acg cca cag aga gtg cgc ctg aca 3321 
Glu Ala He Asn Val Leu Arg Gin Thr Pro Gin Arg Val Arg Leu Thr 
995 1000 1005 1010 

etc tac aga gat gag gee cca tac aaa gag gag gaa gtg tgt gac acc 3369 
Leu Tyr Arg Asp Glu Ala Pro Tyr Lys Glu Glu Glu Val Cys Asp Thr 
1015 1020 1025 



etc act att gag ctg cag aag aag ccg gga aaa ggc eta gga tta agt 
Leu Thr He Glu Leu Gin Lys Lys Pro Gly Lys Gly Leu Gly Leu Ser 
1030 1035 1040 



3417 
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att gtt ggt aaa aga aac gat act gga gta ttt gtg tea gac att gtc 
He Val Gly Lys Arg Asn Asp Thr Gly Val Phe Val Ser Asp He Val 
1045 1050 1055 



3465 



aaa gga gga att gca gat ccc gat gga aga ctg ate cag gga gac cag 
Lys Gly Gly He Ala Asp Pro Asp Gly Arg Leu He Gin Gly Asp Gin 
1060 1065 1070 



3513 



ata tta ttg gtg aat ggg gaa gac gtt cgt aat gec tec caa gaa gcg 
lie Leu Leu Val Asn Gly Glu Asp Val Arg Asn Ala Ser Gin Glu Ala 
1075 1080 1085 1090 



3561 



gtt gec get ttg eta aag tgt tec eta ggc aca gta acc ttg gaa gtt 
Val Ala Ala Leu Leu Lys Cys Ser Leu Gly Thr Val Thr Leu Glu Val 
1095 1100 1105 



3609 



gga aga ate aaa get ggt cca ttc cat tea gag agg agg cca tct caa 
Gly Arg He Lys Ala Gly Pro Phe His Ser Glu Arg Arg Pro Ser Gin 
1110 1115 1120 



3657 



acc age cag gtg agt gaa ggc age ctg tct tct ttc aet ttt cca etc 
Thr Ser Gin Val Ser Glu Gly Ser Leu Ser Ser Phe Thr Phe Pro Leu 
1125 1130 1135 



3705 



tct gga tec agt aca tct gag tea ctg gaa agt age tea aag aag aat 
Ser Gly Ser Ser Thr Ser Glu Ser Leu Glu Ser Ser Ser Lys Lys Asn 
1140 1145 1150 



3753 
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gca ttg gca tct gaa ata cag gga tta aga aca gtc gaa atg aaa aag 
Ala Leu Ala Ser Glu He Gin Gly Leu Arg Thr Val Glu Met Lys Lys 
1155 1160 1165 1170 



3801 



ggc cct act gac tea ctg gga ate age ate get gga gga gta ggc age 
Gly Pro Thr Asp Ser Leu Gly He Ser He Ala Gly Gly Val Gly Ser 
1175 1180 1185 



3849 



cca ctt ggt gat gtg cct ata ttt att gca atg atg cac cca act gga 
Pro Leu Gly Asp Val Pro He Phe He Ala Met Met His Pro Thr Gly 
1190 1195 1200 



3897 



gtt gca gca cag ace caa aaa etc aga gtt ggg gat agg att gtc ace 
Val Ala Ala Gin Thr Gin Lys Leu Arg Val Gly Asp Arg He Val Thr 
1205 1210 1215 



3945 



ate tgt ggc aca tec act gag ggc atg act cac ace caa gca gtt aac 
He Cys Gly Thr Ser Thr Glu Gly Met Thr His Thr Gin Ala Val Asn 
1220 1225 1230 



3993 



eta ctg aaa aat gca tct ggc tc^c att gaa atg cag gtg gtt get gga 
Leu Leu Lys Asn Ala Ser Gly Ser He Glu Met Gin Val Val Ala Gly 
1235 1240 1245 1250 



4041 



gga gac gtg agt gtg gtc aca ggt cat cat cag gag cct gca agt tec 
Gly Asp Yal Ser Val Val Thr Gly His His Gin Glu Pro Ala Ser Ser 
1255 1260 1265 



4089 
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agt ctt tct ttc act ggg ctg acg tea acc agt ata ttt cag gat gat 4137 
Ser Leu Ser Phe Thr Gly Leu Thr Ser Thr Ser He Phe Gin Asp Asp 
1270 1275 1280 

tta gga cct cct caa tgt aag tct att aca eta gag cga gga cca gat 4185 
Leu Gly Pro Pro Gin Cys Lys Ser He Thr Leu Glu Arg Gly Pro Asp 
1285 1290 1295 

ggc tta ggc ttc agt ata gtt gga gga tat ggc age cct cat gga gac 4233 
Gly Leu Gly Phe Ser He Val Gly Gly Tyr Gly Ser Pro His Gly Asp 
1300 1305 1310 

tta ccc att tat gtt aaa aca gtg ttt gca aag gga gca gec tct gaa 4281 
Leu Pro He Tyr Val Lys Thr Val Phe Ala Lys Gly Ala Ala Ser Glu 
1315 1320 1325 1330 

gac gga cgt ctg aaa agg ggc 
Asp Gly Arg Leu Lys Arg Gly 
1335 

agt eta gaa gga gtc acc cat gaa gaa get gtt gee ate ctt aaa egg 4377 
Ser Leu Glu Gly Val Thr His Glu Glu Ala Val Ala He Leu Lys Arg 
1350 1355 1360 

aca aaa ggc act gtc act ttg atg gtt etc tct tgaattggct gecagaattg 4430 
Thr Lys Gly Thr Val Thr Leu Met Yal Leu Ser 
1365 1370 



gat cag ate att get gtc aat ggg cag 4329 
Asp Gin He He Ala Val Asn Gly Gin 
1340 1345 
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aaccaaccca acccctagct cacctcctac tgtaaagaga atgcactggt cctgacaatt 4490 

tttatgctgt gttcagccgg gtcttcaaaa ctgtaggggg gaaataacac ttaagtttct 4550 

ttttctcatc tagaaatgct ttccttactg acaacctaac atcatttttc ttttcttctt 4610 

gcattttgtg aacttaaaga gaaggaatat ttgtgtaggt gaatctcgtt tttatttgtg 4670 

gagatatcta atgttttgta gtcacatggg caagaattat tacatgctaa gctggttagt 4730 

ataaagaaag ataattctaa agctaaccaa agaaaatggc ttcagtaagt taggatgaaa 4790 

aatgaaaata taaaataaag aagaaaatct cggggagttt aaaaaaaatg cctcaatttg 4850 

gcaatctacc tcctctcccc accccaaact 

<210> 4 
<211> 90 
<212> PRT 

<213> Homo sapience 
<400> 4 

Ala Gly He Gin His He Giu Leu Glu Lys Gly Ser Lys Gly Leu Gly 

15 10 15 

Phe Ser He Leu Asp Tyr Gin Asp Pro He Asp Pro Ala Ser Thr Val 

20 25 30 

He He lie Arg Ser Leu Val Pro Gly Gly He Ala Glu Lys Asp Gly 
35 40 45 



WO 99/07846 



27 /160 



PCT/JP98/03603 



Arg Leu Leu Pro Gly Asp Arg Leu Met Phe Val Asn Asp Val Asn Leu 

50 55 60 

Glu Asn Ser Ser Leu Glu Glu Ala Val Glu Ala Leu Lys Gly Ala Pro 
65 70 75 80 

Ser Gly Thr Val Arg He Gly Val Ala Lys 
85 90 



<210> 5 
<211> 91 
<212> PRT 

<213> Homo sapience 



<400> 5 

Gin Asn Val Ser Lys Glu Ser Phe Glu Arg Thr He Asn lie Ala Lys 

1 5 10 15 

Gly Asn Ser Ser Leu Gly Met Thr Val Ser Ala Asn Lys Asp Gly Leu 

20 25 30 

Gly Met He Val Arg Ser lie He His Gly Gly Ala He Ser Arg Asp 

35 40 45 

Gly Arg He Ala He Gly Asp Cys He Leu Ser He Asn Glu Glu Ser 

50 55 60 

Thr lie Ser Val Thr Asn Ala Gin Ala Arg Ala Met Leu Arg Arg His 
65 70 75 80 

Ser Leu lie Gly Pro Asp He Lys He Thr Tyr 
85 90 



<210> 6 
<21l> 96 
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<212> PRT 

<213> Homo sapience 
<400> 6 

Asn Gin Pro Arg Arg Val Glu Leu Trp Arg Glu Pro Ser Lys Ser Leu 

15 10 15 

Gly He Ser He Val Gly Gly Arg Gly Met Gly Ser Arg Leu Ser Asn 

20 25 30 

Gly Glu Val Met Arg Gly He Phe He Lys His Val Leu Glu Asp Ser 

35 40 45 

Pro Ala Gly Lys Asn Gly Thr Leu Lys Pro Gly Asp Arg He Val Glu 

50 55 60 

Ala Pro Ser Gin Ser Glu Ser Glu Pro Glu Lys Ala Pro Leu Cys Ser 
65 70 75 80 

Val Pro Pro Pro Pro Pro Ser Ala Phe Ala Glu Met Gly Ser Asp His 
.85 90 95 

<210> 7 
<211> 86 
<212> PRT 

<213> Homo sapience 
<400> 7 

Gly Glu Leu His Met He Glu Leu Glu Lys Gly His Ser Gly Leu Gly 

15 10 15 

Leu Ser Leu Ala Gly Asn Lys Asp Arg Ser Arg Met Ser Val Phe He 

20 25 30 

Val Gly He Asp Pro Asn Gly Ala Ala Gly Lys Asp Gly Arg Leu Gin 
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35 40 45 

He Ala Asp Glu Leu Leu Glu He Asn Gly Gin He Leu Tyr Gly Arg 

50 55 60 

Ser His Gin Asn Ala Ser Ser He He Lys Cys Ala Pro Ser Lys Val 
65 70 75 80 

Lys He He Phe He Arg 
85 

<210> 8 
<21l> 84 
<212> PRT 

<213> Homo sapience 
<400> 8 

Lys Asn Val Gin His Leu Glu Leu Pro Lys Asp Gin Gly Gly Leu Gly 

1 5 10 15 

He Ala He Ser Glu Glu Asp Thr Leu Ser Gly Val He He Lys Ser 

20 25 30 

Leu Thr Glu His Gly Val Ala Ala Thr Asp Gly Arg Leu Lys Val Gly 

35 40 45 

Asp Gin He Leu Ala Val Asp Asp Glu He Val Yal Gly Tyr Pro He 

50 55 60 

Glu Lys Phe He Ser Leu Leu Lys Thr Ala Lys Met Thr Val Lys Leu 
65 70 75 80 

Thr He His Ala 

<210> 9 
<21l> 86 
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<212> PRT 

<213> Homo sapience 
<400> 9 

Gly Cys Glu Thr Thr He Glu He Ser Lys Gly Arg Thr Gly Leu Gly 

15 10 15 

Leu Ser He Val Gly Gly Ser Asp Thr Leu Leu Gly Ala Phe He lie 

20 . 25 30 

His Glu Val Tyr Glu Glu Gly Ala Ala Cys Lys Asp Gly Arg Leu Trp 

35 40 45 

Ala Gly Asp Gin He Leu Glu Val Asn Gly He Asp Leu Arg Lys Ala 

50 55 60 

Thr His Asp Glu Ala He Asn Val Leu Arg Gin Thr Pro Gin Arg Val 
65 70 75 80 

Arg Leu Thr Leu Tyr Arg 
85 

<210> 10 
<211> 85 
<212> PRT 

<213> Homo sapience 
<400> 10 

Cys Asp Thr Leu Thr He Glu Leu Gin Lys Lys Pro Gly Lys Gly Leu 

15 10 15 

Gly Leu Ser He Val Gly Lys Arg Asn Asp Thr Gly Val Phe Val Ser 

20 25 30 

Asp He Val Lys Gly Gly He Ala Asp Pro Asp Gly Arg Leu He Gin 
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35 40 45 

Gly Asp Gin lie Leu Leu Val Asn Gly Glu Asp Val Arg Asa Ala Ser 

50 55 60 

Gin Glu Ala Val Ala Ala Leu Leu Lys Cys Ser Leu Gly Thr Val Thr 
65 70 75 80 

Leu Glu Val Gly Arg 
85 



<210> 11 
<211> 89 
<212> PRT 

<213> Homo sapience 
<400> 11 

Gin Gly Leu Arg Thr Val Glu Met Lys Lys Gly Pro Thr Asp Ser Leu 

15 10 15 

Gly He Ser He Ala Gly Gly Val Gly Ser Pro Leu Gly Asp Val Pro 

20 25 30 

lie Phe He Ala Met Met His Pro Thr Gly Val Ala Ala Gin Thr Gin 

35 40 45 

Lys Leu Arg Val Gly Asp Arg He Val Thr He Cys Gly Thr Ser Thr 

50 55 60 

Glu Gly Met Thr His Thr Gin Ala Val Asn Leu Leu. Lys Asn Ala Ser 
65 70 75 80 

Gly Ser He Glu Met Gin Val Val Ala 
85 



<210> 12 
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<211> 88 
<212> PRT 

<213> Homo sapience 
<400> 12 

Pro Gin Cys Lys Ser He Thr Leu Glu Arg Gly Pro Asp Gly Leu Gly 

15 10 15 

Phe Ser He Val Gly Gly Tyr Gly Ser Pro His Gly Asp Leu Pro He 

20 25 30 

Tyr Val Lys Thr Val Phe Ala Lys Gly Ala Ala Ser Glu Asp Gly Arg 

35 40 45 

Leu Lys Arg Gly Asp Gin He He Ala Val Asn Gly Gin Ser Leu Glu 

50 55 60 

Gly Val Thr His Glu Glu Ala Val Ala He Leu Lys Arg Thr Lys Gly 
65 70 75 80 

Thr Val Thr Leu Met Val Leu Ser 
85 



<210> 13 

<21l> 184 

<212> DNA 

<213> Homo sapience 



<400> 132 

gctattttga aaatatattt atatctacga aaagaattgg gaaaacaaat atttaatcag 60 

agaattattc cttaaagatt taaaatgtat ttagttgtac attttatatg ggttcacccc 120 

agcacatgaa gtataatggt cagatttatt tngtatttat ttactattat aaccactttt 180 

tagg 184 
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<210> 14 

<211> 20 

<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Artificially Synthesized Primer Sequence 

<400> 14 

ctccccatcc ctcgtccacc 

<210> 15 
<21l> 20 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Artificially Synthesized Primer Sequence 
<400> 15 

ctctgactct gactgactgg 

<210> 16 
<211> 20 
<212> DNA 

<213> Artificial Sequence 
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<220> 

<223> Artificially Synthesized Primer Sequence 
<400> 16 

atgagtttgg ttacagctgg 

<210> 17 
<211> 20 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Artificially Synthesized Primer Sequence 
<400> 17 

tcagagagcg ttatggaacc 

<210> 18 
<211> 20 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Artificially Synthesized Primer Sequence 
<400> 18 

agtcttgctg ggaacaaaga 
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<210> 19 
<211> 20 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Artificially Synthesized Primer Sequence 
<400> 19 

actgttacta cttctgatgc 20 

<210> 20 
<211> 20 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Artificially Synthesized Primer Sequence 
<400> 20 

tctgatggtc ccacagtctg 20 

<210> 21 
<2ll> 20 
<212> DNA 

<213> Artificial Sequence 



<220> 
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<223> Artificially Synthesized Primer Sequence 
<400> 21 

gttgtttcgc agccagggat 

<210> 22 
<211> 20 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Artificially Synthesized Primer Sequence 
<400> 22 

ctgagcatcg ttgggggttc 

<210> 23 
<211> 20 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Artificially Synthesized Primer Sequence 
<400> 23 

cctcatctct gtagagtgtc 



<210> 24 
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<211> 20 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Artificially Synthesized Primer Sequence 
<400> 24 

tgttagcccc ctcactaagg 

<210> 25 
<211> 20 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Artificially Synthesized Primer Sequence 
<400> 25 

gctatgtgct aggaaatacg 

<210> 26 

<211> 20 

<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Artificially Synthesized Primer Sequence 
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<400> 26 

tagggagaag gatcagagcg 

<210> 27 
<211> 20 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Artificially Synthesized Primer Sequence 
<400> 27 

acagatttct gactcactgg 

<210> 28 
<2U> 20 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Artificially Synthesized Primer Sequence 
<40O> 28 

tggaaatagg cattcttcag 



<210> 29 
<2U> 20 
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<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Artificially Synthesized Primer Sequence 
<400> 29 

atacaaagac ggtctaatcc 

<210> 30 
<211> 21 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Artificially Synthesized Primer Sequence 
<400> 30 

ccgctttccc atctttagaaa c 

<210> 31 
<211> 20 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Artificially Synthesized Primer Sequence 
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<400> 31 

tatctcgtgt ggaagatgtg 

<210> 32 

<211> 20 

<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Artificially Synthesized Primer Sequence 

<400> 32 

acataaatgt tgctatcacc 

<210> 33 
<211> 20 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Artificially Synthesized Primer Sequence 
<400> 33 

tgccacttag tagccgagtg 



<210> 34 
<211> 20 
<212> DNA 
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<213> Artificial Sequence 
<220> 

<223> Artificially Synthesized Primer Sequence 
<400> 34 

gcattgcatt acagttgagc 

<210> 35 
<211> 20 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Artificially Synthesized Primer Sequence 
<400> 35 

tcctcctttg acaatgtctg 

<210> 36 
<2U> 20 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Artificially Synthesized Primer Sequence 



<400> 36 
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catttcgact gttcttaatc 

<210> 37 
<211> 20 
<212> MA 

<213> Artificial Sequence 
<220> 

<223> Artificially Synthesized Primer Sequence 
<400> 37 

tcagtggatg tgccacagat 

<210> 38 
<211> 20 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Artificially Synthesized Primer Sequence 
<400> 38 

cagtaggtta actgcttcgg 

<210> 39 
<2U> 20 
<212> DNA 

<213> Artificial Sequence 
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<220> 

<223> Artificially Synthesized Primer Sequence 
<400> 39 

agttccagtc tttctttcgg 20 

<210> 40 
<211> 21 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Artificially Synthesized Primer Sequence 
<400> 40 

tttctttcac tgggctgaagt c 21 

<210> 41 
<211> 20 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Artificially Synthesized Primer Sequence 



<400> 41 

cctctgaaga cggacgtctg 



20 
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<210> 42 

<211> 27 

<212> DNA 

<213> Artificial Sequence 



<220> 

<223> Artificially Synthesized Primer Sequence 
<400> 42 

ccatcctaat acgactcact atagggc 27 



<210> 43 
<211> 27 
<212> DNA 

<213> Artificial Sequence 



<220> 

<223> Artificially Synthesized Primer Sequence 
<400> 43 

ttggggtggg gagaggaggt agattgc 27 



<210> 44 
<2U> 23 
<212> DNA 

<213> Artificial Sequence 
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<220> 

<223> Artificially Synthesized Primer Sequence 
<400> 44 

actcactata gggctcgagc ggc 

<210> 45 
<211> 27 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Artificially Synthesized Primer Sequence 
<400> 45 

gcacatcacc aagtgggctg cctactc 

<210> 46 
<211> 20 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Artificially Synthesized Primer Sequence 
<400> 46 

atgagtttgg ttacagctgg 
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<210> 47 
<211> 20 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Artificially Synthesized Primer Sequence 
<400> 47 

aatctaatgc agctcgcctg 20 

<210> 48 
<211> 20 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Artificially Synthesized Primer Sequence 
<400> 48 

agtcttgctg ggaacaaaga 20 

<210> 49 
<211> 20 
<212> DNA 

<213> Artificial Sequence 



<220> 
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<223> Artificially Synthesized Primer Sequence 
<400> 49 

tcactttaga aggggcacat 

<210> 50 

<211> 20 

<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Artificially Synthesized Primer Sequence 

<400> 50 

actgttacta cttctgatgc 

<210> 51 
<211> 20 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Artificially Synthesized Primer Sequence 
<400> 51 

tctgatggtc ccacagtctg 



<210> 52 
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<211> 20 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Artificially Synthesized Primer Sequence 
<400> 52 

gttgtttcgc agccagggat 

<210> 53 
<211> 20 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Artificially Synthesized Primer Sequence 
<400> 53 

ctgagcatcg ttgggggttc 

<210> 54 
<211> 20 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Artificially Synthesized Primer Sequence 
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<400> 54 

cctcatctct gtagagtgtc 

<210> 55 
<2L1> 20 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Artificially Synthesized Primer Sequence 
<400> 55 

tagggagaag gatcagagcg 

<210> 56 
<211> 20 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Artificially Synthesized Primer Sequence 
<400> 56 

tcctcctttg acaatgtctg 



<210> 57 
<21i> 18 
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<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Artificially Synthesized Primer Sequence 
<400> 57 

tttcatcatc tacagccagt 

<210> 58 
<211> 20 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Artificially Synthesized Primer Sequence 
<400> 58 

tgacaccctc actattgagc 

<210> 59 
<211> 2819 
<212> DNA 

<213> Homo sapience 

<220> 
<221> CDS 

<222> (43)... (2331) 
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<400> 59 

accaccgcct ccgcggcacc ccctccttca gcctttgccg aa atg ggt agt aat 54 

Met Gly Ser Asn 
1 



102 



150 



198 



cac aca cag tea tct gca age aaa ate tea caa gat gtg gac aaa gag 
His Thr Gin Ser Ser Ala Ser Lys He Ser Gin Asp Val Asp Lys Glu 
5 10 15 20 

gat gag ttt ggt tac age tgg aaa aat ate aga gag cgt tat gga ace 
Asp Glu Phe Gly Tyr Ser Trp Lys Asn He Arg Glu Arg Tyr Gly Thr 
25 30 35 

eta aca ggc gag ctg cat atg att gaa ctg gag aaa ggt cat agt ggt 
Leu Thr Gly Glu Leu His Met He Glu Leu Glu Lys Gly His Ser Gly 
40 45 50 

ttg ggc eta agt ctt get ggg aac aaa gac cga tec agg atg agt gtc 
Leu Gly Leu Ser Leu Ala Gly Asn Lys Asp Arg Ser Arg Met Ser Val 
55 60 65 



ttc ata gtg ggg att gat cca aat gga get gca gga aaa gat ggt cga 294 
Phe He Val Gly He Asp Pro Asn Gly Ala Ala Gly Lys Asp Gly Arg 
70 75 80 



246 



ttg caa att 
Leu Gin lie 



gca gat gag ctt eta gag ate aat ggt cag att tta tat 
Ala Asp Glu Leu Leu Glu He Asn Gly Gin He Leu Tyr 



342 
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85 



90 



95 



100 



gga aga agt cat cag aat gcc tea tea ate att aaa tgt gee cct tct 
Gly Arg Ser His Gin Asn Ala Ser Ser He He Lys Cys Ala Pro Ser 
105 110 115 



390 



aaa gtg aaa ata att ttt ate aga aat aaa gat gca gtg aat cag atg 
Lys Val Lys He lie Phe He Arg Asn Lys Asp Ala Val Asn Gin Met 
120 125 130 



438 



gcc gta tgt cct gga aat gca gta gaa cct ttg cct tct aac tea gaa 
Ala Val Cys Pro Gly Asn Ala Val Glu Pro Leu Pro Ser Asn Ser Glu 
135 140 145 



486 



aat ctt caa aat aag gag cca gag cca act gtt act act tct gat gca 
Asn Leu Gin Asn Lys Glu Pro Glu Pro Thr Val Thr Thr Ser Asp Ala 
150 155 160 



534 



get gtg gac etc agt tea ttt aaa aat gtg caa cat ctg gag ctt ccc 
Ala Val Asp Leu Ser Ser Phe Lys Asn Val Gin His Leu Glu Leu Pro 
165 170 175 180 



582 



aag gat cag ggg ggt ttg ggt att get ate age gaa gaa gat aca etc 
Lys Asp Gin Gly Gly Leu Gly lie Ala He Ser Glu Glu Asp Thr Leu 
185 190 195 



630 



agt gga gtc ate ata aag age tta aca gag cat ggg gta gca gcc acg 
Ser Gly Val He He Lys Ser Leu Thr Glu His Gly Val Ala Ala Thr 



678 
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200 205 210 

gat gga cga etc aaa gtc gga gat cag ata ctg get gta gat gat gaa 726 

Asp Gly Arg Leu Lys Val Gly Asp Gin He Leu Ala Val Asp Asp Glu 

215 220 225 

att gtt gtt ggt tac cct att gaa aag ttt att age ctt ctg aag aca 774 

He Val Val Gly Tyr Pro He Glu Lys Phe He Ser Leu Leu Lys Thr 
230 235 240 



gca aag atg aca gta aaa ctt acc ate cat get gag aat cca gat tec 
Ala Lys Met Thr Val Lys Leu Thr He His Ala Glu Asn Pro Asp Ser 
245 250 255 260 



822 



cag get gtt cct tea gca, get ggt gca gee agt gga gaa aaa aag aac 
Gin Ala Val Pro Ser Ala Ala Gly Ala Ala Ser Gly Glu Lys Lys Asn 
265 270 275 



870 



age tec cag tct ctg atg gtc cca cag tct ggc tec cca gaa ccg gag 
Ser Ser Gin Ser Leu Met Val Pro Gin Ser Gly Ser Pro Glu Pro Glu 
280 285 290 



918 



tec ate cga aat aca age aga tea tea aca cca gca att ttt get tct 966 

Ser He Arg Asn Thr Ser Arg Ser Ser Thr Pro Ala He Phe Ala Ser 
295 300 305 

gat cct gca acc tgc ccc att ate cct ggc tgc gaa aca acc ate gag 1014 

Asp Pro Ala Thr Cys Pro He He Pro Gly Cys Glu Thr Thr He Glu 
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310 315 320 

att tec aaa ggg cga aca ggg ctg ggc ctg age ate gtt ggg ggt tea 1062 
lie Ser Lys Gly Arg Thr Gly Leu Gly Leu Ser He Val Gly Gly Ser 
325 330 335 340 

gac acg ctg ctg ggt gee ttt att ate cat gaa gtt tat gaa gaa gga 1110 
Asp Thr Leu Leu Gly Ala Phe lie He His Glu Val Tyr Glu Glu Gly 
345 350 355 

gca gca tgt aaa gat gga aga etc tgg get gga gat cag ate tta gag 1158 
Ala Ala Cys Lys Asp Gly Arg Leu Trp Ala Gly Asp Gin He Leu Glu 
360 365 370 

gtg aat gga att gac ttg agg aag gee aca cat gat gaa gca ate aat 1206 
Val Asn Gly He Asp Leu Arg Lys Ala Thr His Asp Glu Ala He Asn 
375 380 385 

gtc ctg aga cag acg cca cag aga gtg cgc ctg aca etc tac aga gat 1254 
Val Leu Arg Glu Thr Pro Gin Arg Val Arg Leu Thr Leu Tyr Arg Asp 
390 395 400 

gag gee cca tac aaa gag gag gaa gtg tgt gac ace etc act att gag 1302 
Glu Ala Pro Tyr Lys Glu Glu Glu Val Cys Asp Thr Leu Thr He Glu 
405 410 415 420 



ctg cag aag aag ccg gga aaa ggc eta gga tta agt att gtt ggt aaa 
Leu Gin Lys Lys Pro Gly Lys Gly Leu Gly Leu Ser He Val Gly Lys 



1350 
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425 430 435 

aga aac gat act gga gta ttt gtg tea gac att gtc aaa gga gga att 1398 
Arg Asn Asp Thr Gly Val Phe Val Ser Asp He Val Lys Gly Gly He 
440 445 450 

gca gat ccc gat gga aga ctg ate cag gga gac cag ata tta ttg gtg 1446 
Ala Asp Pro Asp Gly Arg Leu lie Gin Gly Asp Gin lie Leu Leu Val 
455 460 465 

aat ggg gaa gac gtt cgt aat gec tec caa gaa gcg gtt gec get 
Asn Gly Glu Asp Val Arg Asn Ala Ser Gin Glu Ala Val Ala Ala 
470 475 480 

eta aag tgt tec eta ggc aca gta acc ttg gaa gtt gga aga ate aaa 1542 
Leu Lys Cys Ser Leu Gly Thr Val Thr Leu Glu Val Gly Arg He Lys 
485 490 495 500 

tct caa acc age cag gtg 1590 
Ser Gin Thr Ser Gin Val 
515 

agt gaa ggc age ctg tct tct ttc act ttt cca etc tct gga tec agt 1638 
Ser Glu Gly Ser Leu Ser Ser Phe Thr Phe Pro Leu Ser Gly Ser Ser 
520 525 530 

aca tct gag tea ctg gaa agt age tea aag aag aat gca ttg gca tct 1686 
Thr Ser Glu Ser Leu Glu Ser Ser Ser Lys Lys Asn Ala Leu Ala Ser 



ttg 1494 
Leu 



get ggt cca ttc cat tea gag agg agg cca 
Ala Gly Pro Phe His Ser Glu Arg Arg Pro 
505 510 
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535 540 545 

gaa ata cag gga tta aga aca gtc gaa atg aaa aag ggc cct act gac 1734 
Glu He Gin Gly Leu Arg Thr Val Glu Met Lys Lys Gly Pro Thr Asp 
550 555 560 

tea ctg gga ate age ate get gga gga gta ggc age cca ctt ggt gat 1782 
Ser Leu Gly He Ser He Ala Gly Gly Val Gly Ser Pro Leu Gly Asp 
565 570 575 580 

gtg cct ata ttt att gca atg atg cac cca act gga gtt gca gca cag 1830 
Val Pro He Phe He Ala Met Met His Pro Thr Gly Val Ala Ala Gin 

585 590 595 

ace caa aaa etc aga gtt ggg gat agg att gtc ace ate tgt ggc aca 1878 
Thr Gin Lys Leu Arg Val Gly Asp Arg He Val Thr He Cys Gly Thr 
600 605 610 

tec act gag ggc atg act cac ace caa gca gtt aac eta ctg aaa aat 1926 
Ser Thr Glu Gly Met Thr His Thr Gin Ala Val Asn Leu Leu Lys Asn 
615 620 625 

gca tct ggc tec att gaa atg cag gtg gtt get gga gga gac gtg agt 1974 
Ala Ser Gly Ser He Glu Met Gin Val Val Ala Gly Gly Asp Val Ser 
630 635 640 



gtg gtc aca ggt cat cat cag gag cct gca agt 
Val Val Thr Gly His His Gin Glu Pro Ala Ser 
645 650 655 



tec agt ctt tct ttc 
Ser Ser Leu Ser Phe 
660 



2022 
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act ggg ctg acg tea acc agt ata ttt cag gat gat tta gga cct cct 
Thr Gly Leu Thr Ser Thr Ser He Phe Gin Asp Asp Leu Gly Pro Pro 
665 670 675 



2070 



caa tgt aag tct att aca eta gag cga gga cca gat ggc tta ggc ttc 
Gin Cys Lys Ser He Thr Leu Glu Arg Gly Pro Asp Gly Leu Gly Phe 
680 685 690 



2118 



agt ata gtt gga gga tat ggc age cct cat gga gac tta ccc att tat 
Ser He Val Gly Gly Tyr Gly Ser Pro His Gly Asp Leu Pro He Tyr 
695 700 705 



2166 



gtt aaa aca gtg ttt gca aag gga gca gee tct gaa gac gga cgt ctg 
Val Lys Thr Val Phe Ala Lys Gly Ala Ala Ser Glu Asp Gly Arg Leu 
710 715 720 



2214 



aaa agg ggc gat cag ate att get gtc aat ggg cag agt eta gaa gga 
Lys Arg Gly Asp Gin He He Ala Val Asn Gly Gin Ser Leu Glu Gly 
725 730 735 740 



2262 



gtc acc cat gaa gaa get gtt gec ate ctt aaa egg aca aaa ggc act 
Val Thr His Glu Glu Ala Val Ala He Leu Lys Arg Thr Lys Gly Thr 
745 750 755 



2310 



gtc act 
Val Thr 



ttg atg gtt etc tct 
Leu Met Val Leu Ser 
760 



tgaattggct gecagaattg aaccaaccca 



2361 
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acccctagct cacctcctac tgtaaagaga atgcactggt cctgacaatt tttatgctgt 2421 

gttcagccgg gtcttcaaaa ctgtaggggg gaaataacac ttaagtttct ttttctcatc 2481 

tagaaatgct ttccttactg acaacctaac atcatttttc ttttcttctt gcattttgtg 2541 

aacttaaaga gaaggaatat ttgtgtaggt gaatctcgtt tttatttgtg gagatatcta 2601 

atgttttgta gtcacatggg caagaattat tacatgctaa gctggttagt ataaagaaag 2661 

ataattctaa agctaaccaa agaaaatggc ttcagtaagt taggatgaaa aatgaaaata 2721 

taaaataaag aagaaaatct cggggagttt aaaaaaaatg cctcaatttg gcaatctacc 2781 

tcctctcccc accccaaact aaaaaaaaaa aaaaaaaa 2819 

<210> 60 
<211> 25 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Artificially Synthesized Primer Sequence 
<400> 60 

gcccttagga cgcgtaatac gactc 25 
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i 

<210> 61 
<2U> 25 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Artificially Synthesized Primer Sequence 
<400> 61 

agccagtatc tgatctccga ctttg 

<210> 62 
<2U> 25 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Artificially Synthesized Primer Sequence 
<400> 62 

attttcactt tagaaggggc acat 

<210> 63 
<2U> 20 
<212> DNA 

<213> Artificial Sequence 
<220> 
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<223> Artificially Synthesized Primer Sequence 
<400> 63 

ggcataactt tacttacttg 

<210> 64 
<211> 20 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Artificially Synthesized Primer Sequence 
<400> 64 

atctactaag tcagcatcat 

<210> 65 
<211> 20 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Artificially Synthesized Primer Sequence 
<400> 65 

atttgcaggt gtgtagtcat 



<210> 66 
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<211> 20 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Artificially Synthesized Primer Sequence 
<400> 66 

ttccttctgt gctacccgat 

<210> 67 
<211> 20 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Artificially Synthesized Primer Sequence 
<400> 67 

ggactatctt ccagaacatg 

<210> 68 
<211> 25 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Artificially Synthesized Primer Sequence 
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<400> 68 

atcgggtcca ttccattcag agagg 

<210> 69 

<2U> 28 

<212> DKA 

<213> Artificial Sequence 
<220> 

<223> Artificially Synthesized Primer Sequence 

<400> 69 

aattgtcaag agagaaccat caaagtgg 

<210> 70 
<21l> 25 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Artificially Synthesized Primer Sequence 
<400> 7 

atcgatgggt agtaatcaca cacag 

<210> 71 
<211> 27 
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<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Artificially Synthesized Primer Sequence 
<400> 71 

aattgctata ctggatccag agagtgg 27 

<210> 72 
<211> 21 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Artificially Synthesized Peptide Sequence 
<400> 72 

Val Asp Lys Glu Asp Glu Phe Gly Tyr Ser Trp Lys Asn He Arg Glu 

1 5 10 15 

Arg Tyr Gly Cys Gly 
20 

<210> 73 
<211> 25 
<212> DNA 

<213> Artificial Sequence 
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<220> 



<223> Artificially Synthesized Primer Sequence 



<400> 73 



tttgtgccca ccagagccaa gtcag 



25 



<210> 74 
<2U> 25 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Artificially Synthesized Primer Sequence 
<400> 74 

gtgaaagggg taaaggctta gcaac 25 

<210> 75 

<2ll> 1776 

<212> DNA 

<213> Homo sapience 



<400> 75 



ca att aca 



cat cag cag get ate age ate ctg cag aaa gee aaa gat 



47 



He Thr 



His Gin Gin Ala He Ser He Leu Gin Lys Ala Lys Asp 



5 



10 



15 



acc gtc cag eta gtt att gec aga ggc tea ttg cct cag ctt gtc age 
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Thr Val Gin Leu Val He Ala Arg Gly Ser Leu Pro Gin Leu Val Ser 
20 25 30 

ccc ata gtt tec cgt tct cca tct gca gec age aca att tea get cac 143 
Pro He Val Ser Arg Ser Pro Ser Ala Ala Ser Thr lie Ser Ala His 
35 40 45 



tct aat ccg gtt cac tgg caa cac atg gaa acg att gaa ttg gtg aat 
Ser Asn Pro Val His Trp Gin His Met Glu Thr lie Glu Leu Val Asn 
50 55 60 



191 



gat gga tct ggt ttg gga ttt ggc ate ata gga gga aaa gca act ggt 
Asp Gly Ser Gly Leu Gly Phe Gly He lie Gly Gly Lys Ala Thr Gly 
65 70 75 



239 



gtg ata gta aaa acc att ctg cct gga gga gta get gat cag cat ggg 
Val lie Val Lys Thr He Leu Pro Gly Gly Val Ala Asp Gin His Gly 
80 85 90 95 



287 



cgt tta tgc agt gga gac cac att eta aag att ggt gac aca gat eta 
Arg Leu Cys Ser Gly Asp His He Leu Lys lie Gly Asp Thr Asp Leu 
100 105 110 



335 



gca gga atg age agt gag caa gta gca caa gtc ctt agg caa tgt gga 
Ala Gly Met Ser Ser Glu Gin Val Ala Gin Val Leu Arg Gin Cys Gly 
115 120 125 



383 



aat aga gtt aag ttg atg att gca aga agt gee ata gaa gaa cgt aca 



431 
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Asn Arg Val Lys Leu Met lie Ala Arg Ser Ala He Glu Glu Arg Thr 
130 135 140 

gca ccc act get ttg ggc ate acc etc tec tea tec cca act tea acg 479 
Ala Pro Thr Ala Leu Gly He Thr Leu Ser Ser Ser Pro Thr Ser Thr 
145 150 155 

cca gag ttg egg gtt gat get tct act cag aaa ggt gaa gaa agt gag 527 
Pro Glu Leu Arg Val Asp Ala Ser Thr Gin Lys Gly Glu Glu Ser Glu 
160 165 170 175 

aca ttt gat gta gaa etc act aaa aat gtc caa gga tta gga att acc 575 
Thr Phe Asp Val Glu Leu Thr Lys Asn Val Gin Gly Leu Gly lie Thr 
180 185 190 

att get ggc tac att gga gat aaa aaa ttg gaa cct tea gga ate ttt 623 
He Ala Gly Tyr lie Gly Asp Lys Lys Leu Glu Pro Ser Gly He Phe 
195 200 205 

gta aag age att aca aaa age agt gec gtt gag cat gat gga aga ate 671 
Yal Lys Ser He Thr Lys Ser Ser Ala Val Glu His Asp Gly Arg lie 
210 215 220 

caa att gga gac caa att ata gca gta gat ggc aca aac ctt cag ggt 719 
Gin He Gly Asp Gin He He Ala Val Asp Gly Thr Asn Leu Gin Gly 
225 230 235 



ttt act aat cag caa gca gta gag gta ttg cga cat aca gga caa act 



767 
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Phe Thr Asn Gin Gin Ala Val Glu Val Leu Arg His Thr Gly Gin Thr 

240 245 250 255 

gtg etc ctg aca eta atg agg aga gga atg aag cag gaa gec gag etc 815 

Val Leu Leu Thr Leu Met Arg Arg Gly Met Lys Gin Glu Ala Glu Leu 
260 265 270 

atg tea agg gaa gac gtc aca aaa gat gca gat ttg tct cct gtt aat 863 

Met Ser Arg Glu Asp Val Thr Lys Asp Ala Asp Leu Ser Pro Val Asn 
275 280 285 

gee age ata ate aaa gaa aat tat gaa aaa gat gaa gat ttt tta tct 911 

Ala Ser He He Lys Glu Asn Tyr Glu Lys Asp Glu Asp Phe Leu Ser 

290 295 300 

teg acg aga aac ace aac ata tta cca act gaa gaa gaa ggg tat cca 959 

Ser Thr Arg Asn Thr Asn He Leu Pro Thr Glu Glu Glu Gly Tyr Pro 
305 310 315 

tta ctg tea get gag ata gaa gaa ata gaa gat gca caa aaa caa gaa 1007 

Leu Leu Ser Ala Glu He Glu Glu He Glu Asp Ala Gin Lys Gin Glu 

320 325 330 335 

get get ctg ctg aca aaa tgg caa agg att atg gga att aac tat gaa 1055 

Ala Ala Leu Leu Thr Lys Trp Gin Arg He Met Gly He Asn Tyr Glu 
340 345 350 



ata gtg gtg gec cat gtg age aag ttt agt gag aac agt gga ttg ggg 



1103 
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He Val Val Ala His Val Ser Lys Phe Ser Glu Asn Ser Gly Leu Gly 
355 360 365 

ata age ctg gaa gcg aca gtg gga cat cat ttt ate cga tct gtt eta 1151 

lie Ser Leu Glu Ala Thr Val Gly His His Phe He Arg Ser Val Leu 

370 375 380 

cca gag ggt cct gtt gga cac age ggg aag etc ttc agt gga gac gag 1199 

Pro Glu Gly Pro Val Gly His Ser Gly Lys Leu Phe Ser Gly Asp Glu 

385 390 395 



eta ttg gaa gta aat ggc ata act tta ctt ggg gaa aat cac caa gat 1247 
Leu Leu Glu Val Asn Gly He Thr Leu Leu Gly Glu Asn His Gin Asp 
400 405 410 415 

gtg gtg aat ate tta aaa gaa ctg cct ata gaa gtg aca atg gtg tgc 1295 

Val Val Asn He Leu Lys Glu Leu Pro He Glu Val Thr Met Val Cys 

420 425 430 

tgt cgt cga act gtg cca ccc acc acc caa tea gaa ttg gat age ctg 1343 

Cys Arg Arg Thr Val Pro Pro Thr Thr Gin Ser Glu Leu Asp Ser Leu 
435 440 445 

gac tta tgt gat att gag eta aca gaa aag cct cac gta gat eta ggt 1391 

Asp Leu Cys Asp He Glu Leu Thr Glu Lys Pro His Val Asp Leu Gly 
450 455 460 

gag ttc ate ggg tea tea gag cca gag gat cca gtg ctg gcg atg act 1439 
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Glu Phe He Gly Ser Ser Glu Pro Glu Asp Pro Val Leu Ala Met Thr 
465 470 475 

gat gcg ggt cag agt aca gaa gag gtt caa gca cct ttg gcc atg tgg 1487 
Asp Ala Gly Gin Ser Thr Glu Glu Val Gin Ala Pro Leu Ala Met Trp 
480 485 490 495 

gag get ggc att cag cac ata atg ctg gag aaa ggg age aaa gga ctt 1535 
Glu Ala Gly He Gin His lie Met Leu Glu Lys Gly Ser Lys Gly Leu 
500 505 510 

ggt ttt age att tta gat tat cag gat cca att gat cca gca age act 1583 
Gly Phe Ser lie Leu Asp Tyr Gin Asp Pro He Asp Pro Ala Ser Thr 
515 520 525 

gtg att ata att cgt tct ttg gtg cct ggc ggc att get gaa aag gat 1631 
Val He He He Arg Ser Leu Val Pro Gly Gly He Ala Glu Lys Asp 
530 535 540 

gga cga ctt ctt cct ggt gac cga etc atg ttt gta aac gat gtt aac 1679 
Gly Arg Leu Leu Pro Gly Asp Arg Leu Met Phe Val Asn Asp Val Asn 
545 550 555 

ttg gaa aac age agt ctt gag gaa get gta gaa gca ctg aag gga gca 1727 
Leu Glu Asn Ser Ser Leu Glu Glu Ala Val Glu Ala Leu Lys Gly Ala 
560 565 570 575 



ccg tea ggg act gtg aga ata gga gtt get aag cct tta ccc ctt tc 



1774 



WO 99/07846 



PCT/JP98/03603 



70 /160 



Pro Ser Gly Thr Val Arg He Gly Val Ala Lys Pro Leu Pro Leu 



580 



585 



590 



ac 



1776 



<210> 76 
<211> 25 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Artificially Synthesized Primer Sequence 
<400> 76 

gcagatggag aacgggaaac tatgg 76 

<210> 77 . 
<211> 25 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Artificially Synthesized Primer Sequence 



<400> 77 

gaacgggaaa ctatggggct gacaa 



25 
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<210> 78 
<2U> 777 
<212> DNA 

<213> Homo sapience 
<400> 78 

ttctcagtca cgcagttcca ttttaattgc tgttaatcat ttcagagaag aacactgaac 60 

tttgaaaaaa atg ttg gaa gcc att gac aaa aat egg gec ctg cat gca 109 
Met Leu Glu Ala lie Asp Lys Asn Arg Ala Leu His Ala 
1 5 10 

gca gag cgc ttg caa acc aag ctg cga gaa cgt ggg gat gta gca aat 157 
Ala Glu Arg Leu Gin Thr Lys Leu Arg Glu Arg Gly Asp Val Ala Asn 
15 20 25 

gaa gac aaa ctg age ctt ctg aag tea gtc ctg cag age cct etc ttc 205 
Glu Asp Lys Leu Ser Leu Leu Lys Ser Val Leu Gin Ser Pro Leu Phe 
30 35 40 45 

agt cag att ctg age ctt cag act tct gta cag cag ctg aaa gac cag 253 
Ser Gin He Leu Ser Leu Gin Thr Ser Val Gin Gin Leu Lys Asp Gin 
50 55 60 

gta aat att gca act tea gca act tea aat att gaa tat gcc cac gtt 301 
Val Asn He Ala Thr Ser Ala Thr Ser Asn He Glu Tyr Ala His Val 
65 70 75 
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cct cat etc age cca get gtg att cct act ctg caa aat gaa teg ttt 349 
Pro His Leu Ser Pro Ala Val He Pro Thr Leu Gin Asn Glu Ser Phe 
80 85 90 

tta tta tec cca aac aat ggg aat ctg gaa gca ctt aca gga cct ggt 397 
Leu Leu Ser Pro Asn Asn Gly Asn Leu Glu Ala Leu Thr Gly Pro Gly 
95 100 105 

att cca cac att aat ggg aaa cct get tgt gat gaa ttt gat cag ctt 445 
He Pro His He Asn Gly Lys Pro Ala Cys Asp Glu Phe Asp Gin Leu 
HO 115 120 125 

ate aaa aat atg gec cag ggt cgc cat gta gaa gtt ttt gag etc etc 493 
He Lys Asn Met Ala Gin Gly Arg His Val Glu Val Phe Glu Leu Leu 
130 135 140 

aaa cct cca tct gga ggc ctt ggg ttt agt gtt gtg gga eta aga agt 541 
Lys Pro Pro Ser Gly Gly Leu Gly Phe Ser Val Val Gly Leu Arg Ser 
145 150 155 

gaa aac aga gga gag ctg gga ata ttt gtt caa gag ata caa gag ggc 589 
Glu Asn Arg Gly Glu Leu Gly He Phe Val Gin Glu He Gin Glu Gly. 
160 165 170 

agt gtg gee cat aga gat gga aga ttg aaa gaa act gat caa att ctt 637 
Ser Val Ala His Arg Asp Gly Arg Leu Lys Glu Thr Asp Gin He Leu 
175 180 185 
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get ate aat gga cag get ctt gat cag aca att aca cat cag cag get 
Ala He Asn Gly Gin Ala Leu Asp Gin Thr He Thr His Gin Gin Ala 
190 195 200 205 



685 



ate age ate ctg cag aaa gee aaa gat act gtc cag eta gtt att gec 
He Ser He Leu Gin Lys Ala Lys Asp Thr Val Gin Leu Val He Ala 
210 215 220 



733 



aga ggc tea ttg cct cag ctt gtc age ccc ata gtt tec cgt 
Arg Gly Ser Leu Pro Gin Leu Val Ser Pro He Val Ser Arg 
225 230 235 



775 



tc 

<210> 79 
<211> 755 
<212> DNA 

<213> Homo sapience 
<400> 79 

tt cct tct gtg eta ccc gat tea get gga aag ggc tct gag tac ctg 
Pro Ser Val Leu Pro Asp Ser Ala Gly Lys Gly Ser Glu Tyr Leu 
15 10 15 



777 



47 



ctt gaa cag age tec ctg gee tgt aat get gag tgt gtc atg ctt caa 
Leu Glu Gin Ser Ser Leu Ala Cys Asn Ala Glu Cys Val Met Leu Gin 
20 25 30 



95 
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aat gta tct aaa gaa tct ttt gaa agg act att aat ata gca aaa ggc 
Asn Val Ser Lys Glu Ser Phe Glu Arg Thr He Asn He Ala Lys Gly 
35 40 45 



143 



aat tct age eta gga atg aca gtt agt get aat aaa gat ggc ttg ggg 
Asn Ser Ser Leu Gly Met Thr Val Ser Ala Asn Lys Asp Gly Leu Gly 
50 55 60 



191 



atg ate gtt cga age att att cat gga ggt gee att agt cga gat ggc 
Met He Val Arg Ser He He His Gly Gly Ala He Ser Arg Asp Gly 
65 70 75 



239 



egg att gee att ggg gac tgc ate ttg tec att aat gaa gag tct acc 
Arg He Ala He Gly Asp Cys lie Leu Ser He Asn Glu Glu Ser Thr 
80 85 90 95 



287 



ate agt gta acc aat gee cag gca cga get atg ttg aga aga cat tct 
He Ser Val Thr Asn Ala Gin Ala Arg Ala Met Leu Arg Arg His Ser 
100 105 110 



335 



etc att ggc cct gac ata aaa att act tat gtg cct gca gaa cat ttg 
Leu He Gly Pro Asp lie Lys He Thr Tyr Val Pro Ala Glu His Leu 
115 120 125 



383 



gaa gag ttc aaa ata age ttg gga caa caa 
Glu Glu Phe Lys He Ser Leu Gly Gin Gin 
130 135 



tct gga aga gta atg gca 
Ser Gly Arg Val Met Ala 
140 



431 
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ctg gat att ttt tct tea tac act ggc aga gac att cca gaa tta cca 
Leu Asp lie Phe Ser Ser Tyr Thr Gly Arg Asp He Pro Glu Leu Pro 
145 150 155 



479 



gag cga gaa gag gga gag ggt gaa gaa age gaa ctt caa aac aca gca 
Glu Arg Glu Glu Gly Glu Gly Glu Glu Ser Glu Leu Gin Asn Thr Ala 
160 165 170 175 



527 



tat age aat tgg aat cag ccc agg egg gtg gaa etc tgg aga gaa cca 
Tyr Ser Asn Trp Asn Gin Pro Arg Arg Val Glu Leu Trp Arg Glu Pro 
180 185 190 



575 



age aaa tec tta ggc ate age att gtt ggt gga cga ggg atg ggg agt 
Ser Lys Ser Leu Gly lie Ser lie Val Gly Gly Arg Gly Met Gly Ser 
195 200 205 



623 



egg eta age aat gga gaa gtg atg agg ggc att ttc ate aaa cat gtt 
Arg Leu Ser Asn Gly Glu Val Met Arg Gly He Phe He Lys His Val 
210 215 220 



671 



ctg gaa gat agt cca get ggc aaa aat gga acc ttg aaa cct gga gat 
Leu Glu Asp Ser Pro Ala Gly Lys Asn Gly Thr Leu Lys Pro Gly Asp 
225 230 235 



719 



aga ate gta gag gca ccc agt cag tea gag tea gag 
Arg He Val Glu Ala Pro Ser Gin Ser Glu Ser Glu 
240 245 250 



755 
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<210> 80 
<211> 865 
<212> DNA 

<213> Homo sapience 
<400> 80 

tt cct tct gtg eta ccc gat tea get gga aag ggc tct gag tac ctg 47 
Pro Ser Val Leu Pro Asp Ser Ala Gly Lys Gly Ser Glu Tyr Leu 
15 10 15 

ctt gaa cag age tec ctg gec tgt aat get gag tgt gtc atg ctt caa 95 
Leu Glu Gin Ser Ser Leu Ala Cys Asn Ala Glu Cys Val Met Leu Gin 
20 25 30 

aat gta tct aaa gaa tct ttt gaa agg act att aat ata gca aaa ggc 143 
Asn Val Ser Lys Glu Ser Phe Glu Arg Thr He Asn He Ala Lys Gly 
35 40 45 

aat tct age eta gga atg aca gtt agt get aat aaa gat ggc ttg ggg 191 
Asn Ser Ser Leu Gly Met Thr Val Ser Ala Asn Lys Asp Gly Leu Gly 
50 55 60 

atg ate gtt cga age att att cat gga ggt gee att agt cga gat ggc 239 
Met He Val Arg Ser He He His Gly Gly Ala He Ser Arg Asp Gly 
65 70 75 

egg att gee att ggg gac tgc ate ttg tec att aat gaa gag tct acc 287 
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Arg lie Ala He Gly Asp Cys He Leu Ser He Asn Glu Glu Ser Thr 
80 85 90 95 

ate agt gta acc aat gec cag gca cga get atg ttg aga aga cat tct 335 

He Ser Val Thr Asn Ala Gin Ala Arg Ala Met Leu Arg Arg His Ser 

100 105 110 

etc att ggc cct gac ata aaa att act tat gtg cct gca gaa cat ttg 383 

Leu lie Gly Pro Asp He Lys He Thr Tyr Val Pro Ala Glu His Leu 
115 120 125 

gaa gag ttc aaa ata age ttg gga caa caa tct gga aga gta atg gca 431 

Glu Glu Phe Lys He Ser Leu Gly Gin Gin Ser Gly Arg Val Met Ala 
130 135 140 

ctg gat att ttt tct tea tac act ggc aga gac att cca gaa tta cca 479 

Leu Asp He Phe Ser Ser Tyr Thr Gly Arg Asp He Pro Glu Leu Pro 
145 150 155 

gag cga gaa gag gga gag ggt gaa gaa age gaa ctt caa aac aca gca 527 

Glu Arg Glu Glu Gly Glu Gly Glu Glu Ser Glu Leu Gin Asn Thr Ala 
160 165 170 175 

tat age aat tgg aat cag ccc agg egg gtg gaa etc tgg aga gaa cca 575 

Tyr Ser Asn Trp Asn Gin Pro Arg Arg Val Glu Leu Trp Arg Glu Pro 

180 185 190 



age aaa tec tta ggc ate age att gtt ggt gga cga ggg atg ggg agt 



623 
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Ser Lys Ser Leu Gly He Ser He Yal Gly Gly Arg Gly Met Gly Ser 
195 200 205 



egg eta age aat gga gaa gtg atg agg ggc att ttc ate aaa cat gtt 
Arg Leu Ser Asn Gly Glu Val Met Arg Gly He Phe lie Lys His Val 
210 215 220 



671 



ctg gaa gat agt cca get ggc aaa aat gga ace ttg aaa cct gga gat 
Leu Glu Asp Ser Pro Ala Gly Lys Asn Gly Thr Leu Lys Pro Gly Asp 
225 230 235 



719 



aga ate gta gag gtg gat gga atg gac etc aga gat gca age cat gaa 
Arg He Val Glu Val Asp Gly Met Asp Leu Arg Asp Ala Ser His Glu 
240 245 250 255 



767 



caa get gtg gaa gee att egg aaa gca ggc aac cct gta gtc ttt atg 
Gin Ala Val Glu Ala lie Arg Lys Ala Gly Asn Pro Val Val Phe Met 
260 265 270 



815 



gta tag age ttt att aca gac caa ggg cac cca gtc agt cag agt cag 
Val 

275 280 285 



863 



ag 



865 



<210> 81 
<2ll> 965 
<212> DNA 
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<213> Homo sapience 
<400> 81 

tt cct tct gtg eta ccc gat tea get gga aag ggc tct gag tac ctg 47 
Pro Ser Val Leu Pro Asp Ser Ala Gly Lys Gly Ser Glu Tyr Leu 
1 5 10 15 

ctt gaa cag age tec ctg gee tgt aat get gag tgt gtc atg ctt caa 95 
Leu Giu Gin Ser Ser Leu Ala Cys Asn Ala Glu Cys Val Met Leu Gin 
20 25 30 

aat gta tct aaa gaa tct ttt gaa agg act att aat ata gca aaa ggc 143 
Asn Val Ser Lys Glu Ser Phe Glu Arg Thr He Asn lie Ala Lys Gly 
35 40 45 

aat tct age eta gga atg aca gtt agt get aat aaa gat ggc ttg ggg 191 
Asn Ser Ser Leu Gly Met Thr Val Ser Ala Asn Lys Asp Gly Leu Gly 
50 55 60 

atg ate gtt cga age att att cat gga ggt gec att agt cga gat ggc 239 
Met He Val Arg Ser He He His Gly Gly Ala He Ser Arg Asp Gly 
65 70 75 

egg att gee att ggg gac tgc ate ttg tec att aat gaa gag tct ace 287 
Arg He Ala He Gly Asp Cys He Leu Ser He Asn Glu Glu Ser Thr 
80 85 90 95 



ate agt gta acc aat gee cag gca cga get atg ttg aga aga cat tct 



335 
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lie Ser Val Thr Asn Ala Gin Ala Arg Ala Met Leu Arg Arg His Ser 
100 105 110 

etc att ggc cct gac ata aaa att act tat gtg cct gca gaa cat ttg 383 
Leu He Gly Pro Asp He Lys lie Thr Tyr Val Pro Ala Glu His Leu 
115 120 125 

gaa gag ttc aaa ata age ttg gga caa caa tct gga aga gta atg gca 431 
Glu Glu Phe Lys He Ser Leu Gly Gin Gin Ser Gly Arg Val Met Ala 
130 135 140 



ctg gat att ttt tct tea tac act ggc aga gac att cca gaa tta cca 479 
Leu Asp lie Phe Ser Ser Tyr Thr Gly Arg Asp He Pro Glu Leu Pro 
145 150 155 

gag cga gaa gag gga gag ggt gaa gaa age gaa ctt, caa aac aca gca 527 
Glu. Arg Glu Glu Gly Glu Gly Glu Glu Ser Glu Leu Gin Asn Thr Ala 
160 165 170 175 

tat age aat tgg aat cag ccc agg egg gtg gaa etc tgg aga gaa cca 575 
Tyr Ser Asn Trp Asn Gin Pro Arg Arg Val Glu Leu Trp Arg Glu Pro 
180 185 190 

age aaa tec tta ggc ate age att gtt ggt gga cga ggg atg ggg agt 623 
Ser Lys Ser Leu Gly He Ser He Val Gly Gly Arg Gly Met Gly Ser 
195 200 205 

egg eta age aat gga gaa gtg atg agg ggc att ttc ate aaa cat gtt 671 
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Arg Leu Ser Asn Gly Glu Val Met Arg Gly He Phe He Lys His Val 
210 215 220 

ctg gaa gat agt cca get ggc aaa aat gga acc ttg aaa cct gga gat 719 

Leu Glu Asp Ser Pro Ala Gly Lys Asn Gly Thr Leu Lys Pro Gly Asp 

225 230 235 

aga ate gta gag gtg gat gga atg gac etc aga gat gca age cat gaa 767 

Arg lie Val Glu Val Asp Gly Met Asp Leu Arg Asp Ala Ser His Glu 

240 245 250 255 

caa get gtg gaa gee att egg aaa gca ggc aac cct gta gtc ttt atg 815 

Gin Ala Val Glu Ala lie Arg Lys Ala Gly Asn Pro Val Val Phe Met 
260 265 270 

gta cag age att ata aac aga cca agg aaa tec cct ttg cct tec ttg 863 

Val Gin Ser He He Asn Arg Pro Arg Lys Ser Pro Leu Pro Ser Leu 
275 280 285 

ctg cac aac ctt tac cct aag tac aac ttc age age act aac cca ttt 911 

Leu His Asn Leu Tyr Pro Lys Tyr Asn Phe Ser Ser Thr Asn Pro Phe 
290 295 300 

get gac tct eta caa ate aac gee gac aag gca ccc agt cag tea gag 959 

Ala Asp Ser Leu Gin He Asn Ala Asp Lys Ala Pro Ser Gin Ser Glu 

305 310 315 



tea gag 



965 
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Ser Glu 
320 

<210> 82 
<211> 2000 
<212> PRT 

<213> Homo sapience 
<400> 82 

Met Leu Glu Ala He Asp Lys Asa Arg Ala Leu His Ala 
I 5 10 

Ala Glu Arg Leu Gin Thr Lys Leu Arg Glu Arg Gly Asp Val Ala Asn 

15 20 25 

Glu Asp Lys Leu Ser Leu Leu Lys Ser Val Leu Gin Ser Pro Leu Phe 
30 3 5 40 45 

Ser Gin He Leu Ser Leu Gin Thr Ser Val Gin Gin Leu Lys Asp Gin 

50 55 60 

Val Asn He Ala Thr Ser Ala Thr Ser Asn He Glu Tyr Ala His Val 

65 70 75 

Pro His Leu Ser Pro Ala Val He Pro Thr Leu Gin Asn Glu Ser Phe 

80 85 90 

Leu Leu Ser Pro Asn Asn Gly Asn Leu Glu Ala Leu Thr Gly Pro Gly 

95 100 105 

He Pro His lie Asn Gly Lys Pro Ala Cys Asp Glu Phe Asp Gin Leu 
110 115 120 125 

He Lys Asn Met Ala Gin Gly Arg His Val Glu Val Phe Glu Leu Leu 

130 135 140 

Lys Pro Pro Ser Gly Gly Leu Gly Phe Ser Val Val Gly Leu Arg Ser 
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145 150 155 

Glu Asn Arg Gly Glu Leu Gly He Phe Val Gin Glu He Gin Glu Gly 

160 165 170 

Ser Val Ala His Arg Asp Gly Arg Leu Lys Glu Thr Asp Gin He Leu 

175 180 185 

Ala He Asn Gly Gin Ala Leu Asp Gin Thr He Thr His Gin Gin Ala 
190 195 200 205 

He Ser He Leu Gin Lys Ala Lys Asp Thr Val Gin Leu Val He Ala 

210 215 220 

Arg Gly Ser Leu Pro Gin Leu Val Ser Pro He Val Ser Arg Ser Pro 

225 230 235 

Ser Ala Ala Ser Thr He Ser Ala His Ser Asn Pro Val His Trp Gin 

240 245 250 

His Met Glu Thr He Glu Leu Val Asn Asp Gly Ser Gly Leu Gly Phe 

255 260 265 

Gly He He Gly Gly Lys Ala Thr Gly Val He Val Lys Thr He Leu 
270 275 280 285 

Pro Gly Gly Val Ala Asp Gin His Gly Arg Leu Cys Ser Gly Asp His 

290 295 300 

He Leu Lys He Gly Asp Thr Asp Leu Ala Gly Met Ser Ser Glu Gin 

305 310 315 

Val Ala Gin Val Leu Arg Gin Cys Gly Asn Arg Val Lys Leu Met lie 

320 325 330 

Ala Arg Ser Ala He Glu Glu Arg Thr Ala Pro Thr Ala Leu Gly lie 

335 340 345 

Thr Leu Ser Ser Ser Pro Thr Ser Thr Pro Glu Leu Arg Val Asp Ala 
350 355 360 365 

Ser Thr Gin Lys Gly Glu Glu Ser Glu Thr Phe Asp Val Glu Leu Thr 
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370 375 380 

Lys Asn Yal Gin Gly Leu Gly lie Thr lie Ala Gly Tyr He Gly Asp 

385 390 395 

Lys Lys Leu Glu Pro Ser Gly He Phe Val Lys Ser He Thr Lys Ser 

400 405 410 

Ser Ala Val Glu His Asp Gly Arg He Gin He Gly Asp Gin He He 

415 420 425 

Ala Val Asp Gly Thr Asn Leu Gin Gly Phe Thr Asn Gin Gin Ala Val 
430 435 440 445 

Glu Val Leu Arg His Thr Gly Gin Thr Val Leu Leu Thr Leu Met Arg 

450 455 460 

Arg Gly Met Lys Gin Glu Ala Glu Leu Met Ser Arg Glu Asp Val Thr 

465 470 475 

Lys Asp Ala Asp Leu Ser Pro Val Asn Ala Ser He He Lys Glu Asn 

480 485 490 

Tyr Glu Lys Asp Glu Asp Phe Leu Ser Ser Thr Arg Asn Thr Asn He 

495 500 505 

Leu Pro Thr Glu Glu Glu Gly Tyr Pro Leu Leu Ser Ala Glu He Glu 
510 515 520 525 

Glu He Glu Asp Ala Gin Lys Gin Glu Ala Ala Leu Leu Thr Lys Trp 

530 535 540 

Gin Arg He Met Gly He Asn Tyr Glu He Val Val Ala His Val Ser 

545 550 555 

Lys Phe Ser Glu Asn Ser Gly Leu Gly He Ser Leu Glu Ala Thr Val 

560 565 570 

Gly His His Phe He Arg Ser Val Leu Pro Glu Gly Pro Val Gly His 

575 580 585 

Ser Gly Lys Leu Phe Ser Gly Asp Glu Leu Leu Glu Val Asn Gly He 
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590 595 600 605 

Thr Leu Leu Gly Glu Asn His Gin Asp Val Val Asn He Leu Lys Glu 

610 615 620 

Leu Pro lie Glu Val Thr Met Val Cys Cys Arg Arg Thr Val Pro Pro 

625 630 635 

Thr Thr Gin Ser Glu Leu Asp Ser Leu Asp Leu Cys Asp He Glu Leu 

640 645 650 

Thr Glu Lys Pro His Val Asp Leu Gly Glu Phe He Gly Ser Ser Glu 

655 660 665 

Pro Glu Asp Pro Val Leu Ala Met Thr Asp Ala Gly Gin Ser Thr Glu 
670 675 680 685 

Glu Val Gin Ala Pro Leu Ala Met Trp Glu Ala Gly He Gin His He 

690 695 700 

Met Leu Glu Lys Gly Ser Lys Gly Leu Gly Phe Ser He Leu Asp Tyr 

705 710 715 

Gin Asp Pro lie Asp Pro Ala Ser Thr Val He He lie Arg Ser Leu 

720 725 730 

Val Pro Gly Gly He Ala Glu Lys Asp Gly Arg Leu Leu Pro Gly Asp 

735 740 745 

Arg Leu Met Phe Val Asn Asp Val Asn Leu Glu Asn Ser Ser Leu Glu 
750 755 760 765 

Glu Ala Val Glu Ala Leu Lys Gly Ala Pro Ser Gly Thr Val Arg He 

770 775 780 

Gly Val Ala Lys Pro Leu Pro Leu Ser Pro Glu Glu Gly Tyr Val Ser 

785 790 795 

Ala Lys Glu Asp Ser Phe Leu Tyr Pro Pro His Ser Cys Glu Glu Ala 

800 805 810 

Gly Leu Ala Asp Lys Pro Leu Phe Arg Ala Asp Leu Ala Leu Val Gly 



WO 99/07846 



PCT/JP98/03603 



86 /160 



815 820 825 

Thr Asn Asp Ala Asp Leu Val Asp Glu Ser Thr Phe Glu Ser Pro Tyr 
830 835 840 845 

Ser Pro Glu Asn Asp Ser He Tyr Ser Thr Gin Ala Ser lie Leu Ser 

850 855 860 

Leu His Gly Ser Ser Cys Gly Asp Gly Leu Asn Tyr Gly Ser Ser Leu 

865 870 875 

Pro Ser Ser Pro Pro Lys Asp Val He Glu Asn Ser Cys Asp Pro Val 

880 885 890 

Leu Asp Leu His Met Ser Leu Glu Glu Leu Tyr Thr Gin Asn Leu Leu 

895 900 905 

Glu Arg Gin Asp Glu Asn Thr Pro Ser Val Asp He Ser Met Gly Pro 
910 915 920 925 

Ala Ser Gly Phe Thr He Asn Asp Tyr Thr Pro Ala Asn Ala He Glu 

930 935 940 

Gin Gin Tyr Glu Cys Glu Asn Thr He Val Trp Thr Glu Ser His Leu 

945 950 955 

Pro Ser Glu Val He Ser Ser Ala Glu Leu Pro Ser Val Leu Pro Asp 

960 965 970 

Ser Ala Gly Lys Gly Ser Glu His Leu Leu Glu Gin Ser Ser Leu Ala 

975 980 985 

Cys Asn Ala Glu Cys Val Met Leu Gin Asn Val Ser Lys Glu Ser Phe 
990 995 1000 1005 

Glu Arg Thr He Asn He Ala Lys Gly Asn Ser Ser Leu Gly Met Thr 

1010 1015 1020 

Val Ser Ala Asn Lys Asp Gly Leu Gly Met He Val Arg Ser He He 

1025 1030 1035 

His Gly Gly Ala He Ser Arg Asp Gly Arg He Ala He Gly Asp Cys 
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1040 1045 1050 

lie Leu Ser He Asn Glu Glu Ser Thr lie Ser Val Thr Asn Ala Gin 

1055 1060 1065 

Ala Arg Ala Met Leu Arg Arg His Ser Leu He Gly Pro Asp He Lys 
1070 1075 1080 1085 

lie Thr Tyr Vat Pro Ala Glu His Leu Glu Glu Phe Lys He Ser Leu 

1090 1095 1100 

Gly Gin Gin Ser Gly Arg Val Met Ala Leu Asp He Phe Ser Ser Tyr 

1105 1110 1115 

Thr Gly Arg Asp He Pro Glu Leu Pro Glu Arg Glu Glu Gly Glu Gly 

1120 1125 1130 

Glu Glu Ser Glu Leu Gin Asn Thr Ala Tyr Ser Asn Trp Asn Gin Pro 

1135 1140 1145 

Arg Arg Val Glu Leu Trp Arg Glu Pro Ser Lys Ser Leu Gly He Ser 
1150 1155 1160 1165 

lie Val Gly Gly Arg Gly Met Gly Ser Arg Leu Ser Asn Gly Glu Val 

1170 1175 1180 

Met Arg Gly He Phe lie Lys His Val Leu Glu Asp Ser Pro Ala Gly 

1185 1190 1195 

Lys Asn Gly Thr Leu Lys Pro Gly Asp Arg lie Val Glu Ala Pro Ser 

1200 1205 1210 

Gin Ser Glu Ser Glu Pro Glu Lys Ala Pro Leu Cys Ser Val Pro Pro 

1215 1220 1225 

Pro Pro Pro Ser Ala Phe Ala Glu Met Gly Ser Asp His Thr Gin Ser 
1230 1235 1240 1245 

Ser Ala Ser Lys He Ser Gin Asp Val Asp Lys Glu Asp Glu Phe Gly 

1250 1255 1260 

Tyr Ser Trp Lys Asn He Arg Glu Arg Tyr Gly Thr Leu Thr Gly Glu 
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1265 1270 1275 

Leu His Met He Glu Leu Glu Lys Gly His Ser Gly Leu Gly Leu Ser 

1280 1285 1290 

Leu Ala Gly Asn Lys Asp Arg Ser Arg Met Ser Val Phe lie Val Gly 

1295 1300 1305 

He Asp Pro Asn Gly Ala Ala Gly Lys Asp Gly Arg Leu Gin He Ala 
1310 1315 1320 1325 

Asp Glu Leu Leu Glu He Asn Gly Gin lie Leu Tyr Gly Arg Ser His 

1330 1335 1340 

Gin Asn Ala Ser Ser He He Lys Cys Ala Pro Ser Lys Val Lys He 

1345 1350 1355 

He Phe He Arg Asn Lys Asp Ala Val Asn Gin Met Ala Val Cys Pro 

1360 1365 1370 

Gly Asn Ala Val Glu Pro Leu Pro Ser Asn Ser Glu Asn Leu Gin Asn 

1375 1380 1385 

Lys Glu Thr Glu Pro Thr Val Thr Thr Ser Asp Ala Ala Val Asp Leu 
1390 1395 1400 1405 

Ser Ser Phe Lys Asn Val Gin His Leu Glu Leu Pro Lys Asp Gin Gly 

1410 1415 1420 

Gly Leu Gly He Ala He Ser Glu Glu Asp Thr Leu Ser Gly Val lie 

1425 1430 1435 

He Lys Ser Leu Thr Glu His Gly Val Ala Ala Thr Asp Gly Arg Leu 

1440 1445 1450 

Lys Val Gly Asp Gin He Leu Ala Val Asp Asp Glu He Val Val Gly 

1455 1460 1465 

Tyr Pro He Glu Lys Phe He Ser Leu Leu Lys Thr Ala Lys Met Thr 
1470 1475 1480 1485 

Val Lys Leu Thr He His Ala Glu Asn Pro Asp Ser Gin Ala Val Pro 
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1490 1495 1500 

Ser Ala Ala Gly Ala Ala Ser Gly Glu Lys Lys Asn Ser Ser Gin Ser 

1505 1510 1515 

Leu Met Val Pro Gin Ser Gly Ser Pro Glu Pro Glu Ser He Arg Asn 

1520 1525 1530 

Thr Ser Arg Ser Ser Thr Pro Ala lie Phe Ala Ser Asp Pro Ala Thr 

1535 1540 1545 

Cys Pro He He Pro Gly Cys Glu Thr Thr He Glu He Ser Lys Gly 
1550 1555 1560 1565 

Arg Thr Gly Leu Gly Leu Ser He Val Gly Gly Ser Asp Thr Leu Leu 

1570 1575 1580 

Gly Ala Phe He He His Glu Val Tyr Glu Glu Gly Ala Ala Cys Lys 

1585 1590 1595 

Asp Gly Arg Leu Trp Ala Gly Asp Gin He Leu Glu Val Asn Gly He 

1600 1605 1610 

Asp Leu Arg Lys Ala Thr His Asp Glu Ala He Asn Val Leu Arg Gin 

1615 1620 1625 

Thr Pro Gin Arg Val Arg Leu Thr Leu Tyr Arg Asp Glu Ala Pro Tyr 
1630 1635 1640 1645 

Lys Glu Glu Glu Val Cys Asp Thr Leu Thr He Glu Leu Gin Lys Lys 

1650 1655 1660 

Pro Gly Lys Gly Leu Gly Leu Ser He Val Gly Lys Arg Asn Asp Thr 

1665 1670 1675 

Gly Val Phe Val Ser Asp He Val Lys Gly Gly He Ala Asp Pro Asp 

1680 1685 1690 

Gly Arg Leu He Gin Gly Asp Gin He Leu Leu Val Asn Gly Glu Asp 

1695 1700 1705 

Val Arg Asn Ala Ser Gin Glu Ala Val Ala Ala Leu Leu Lys Cys Ser 
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1710 1715 1720 1725 

Leu Gly Thr Val Thr Leu Glu Val Gly Arg He Lys Ala Gly Pro Phe 

1730 1735 1740 

His Ser Glu Arg Arg Pro Ser Gin Thr Ser Gin Val Ser Glu Gly Ser 

1745 1750 1755 

Leu Ser Ser Phe Thr Phe Pro Leu Ser Gly Ser Ser Thr Ser Glu Ser 

1760 1765 1770 

Leu Glu Ser Ser Ser Lys Lys Asn Ala Leu Ala Ser Glu He Gin Gly 

1775 1780 1785 

Leu Arg Thr Val Glu Met Lys Lys Gly Pro Thr Asp Ser Leu Gly He 
1790 1795 1800 1805 

Ser lie Ala Gly Gly Val Gly Ser Pro Leu Gly Asp Val Pro He Phe 

1810 1815 1820 

He Ala Met Met His Pro Thr Gly Val Ala Ala Gin Thr Gin Lys Leu 

1825 1830 1835 

Arg Val Gly Asp Arg He Val Thr He Cys Gly Thr Ser Thr Glu Gly 

1840 1845 1850 

Met Thr His Thr Gin Ala Val Asn Leu Leu Lys Asn Ala Ser Gly Ser 

1855 1860 1865 

He Glu Met Gin Val Val Ala Gly Gly Asp Val Ser Val Val Thr Gly 
1870 1875 1880 1885 

His His Gin Glu Pro Ala Ser Ser Ser Leu Ser Phe Thr Gly Leu Thr 

1890 1895 1900 

Ser Thr Ser He Phe Gin Asp Asp Leu Gly Pro Pro Gin Cys Lys Ser 

1905 1910 1915 

He Thr Leu Glu Arg Gly Pro Asp Gly Leu Gly Phe Ser lie Val Gly 

1920 1925 1930 

Gly Tyr Gly Ser Pro His Gly Asp Leu Pro He Tyr Val Lys Thr Val 
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1935 1940 1945 

Phe Ala Lys Gly Ala Ala Ser Glu Asp Gly Arg Leu Lys Arg Gly Asp 
1950 1955 I960 1965 

Gin lie He Ala Val Asn Gly Gin Ser Leu Glu Gly Val Thr His Glu 

1970 1975 1980 

Glu Ala Val Ala He Leu Lys Arg Thr Lys Gly Thr Val Thr Leu Met 
1985 1990 1995 

Val Leu Ser 
2000 

<210> 83 
<2U> 2070 
<212> PRT 

<213> Homo sapience 



<400> 83 

Met Leu Glu Ala He Asp Lys Asn Arg Ala Leu His Ala 
1 5 10 

Ala Glu Arg Leu Gin Thr Lys Leu Arg Glu Arg Gly Asp Val Ala Asn 

15 20 25 

Glu Asp Lys Leu Ser Leu Leu Lys Ser Val Leu Gin Ser Pro Leu Phe 
30 35 40 45 

Ser Gin He Leu Ser Leu Gin Thr Ser Val Gin Gin Leu Lys Asp Gin 

50 55 60 

Val Asn He Ala Thr Ser Ala Thr Ser Asn He Glu Tyr Ala His Val 

65 70 75 

Pro His Leu Ser Pro Ala Val He Pro Thr Leu Gin Asn Glu Ser Phe 
80 85 90 
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Leu Leu Ser Pro Asn Asn Gl y Asn Leu Glu Ala Leu Thr Gly Pro Gly 

95 100 105 

He Pro His lie Asn Gly Lys Pro Ala Cys Asp Glu Phe Asp Gin Leu 
110 115 120 125 

He Lys Asn Met Ala Gin Gly Arg His Val Glu Val Phe Glu Leu Leu 

130 135 140 

Lys Pro Pro Ser Gly Gly Leu Gly Phe Ser Val Val Gly Leu Arg Ser 

145 150 155 

Glu Asn Arg Gly Glu Leu Gly He Phe Val Gin Glu He Gin Glu Gly 

160 165 170 

Ser Val Ala His Arg Asp Gly Arg Leu Lys Glu Thr Asp Gin He Leu 

175 180 185 

Ala He Asn Gly Gin Ala Leu Asp Gin Thr He Thr His Gin Gin Ala 
190 195 200 205 

lie Ser He Leu Gin Lys Ala Lys Asp Thr Val Gin Leu Val lie Ala 

210 215 220 

Arg Gly Ser Leu Pro Gin Leu Val Ser Pro He Val Ser Arg Ser Pro 

225 230 235 

Ser Ala Ala Ser Thr He Ser Ala His Ser Asn Pro Val His Trp Gin 

240 245 250 

His Met Glu Thr He Glu Leu Val Asn Asp Gly Ser Gly Leu Gly Phe 

255 260 265 

Gly He He Gly Gly Lys Ala Thr Gly Val He Val Lys Thr He Leu 
270 275 280 285 

Pro Gly Gly Val Ala Asp Gin His Gly Arg Leu Cys Ser Gly Asp His 

290 295 300 

He Leu Lys He Gly Asp Thr Asp Leu Ala Gly Met Ser Ser Glu Gin 
305 310 315 
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Val Ala Gin Val Leu Arg Gin Cys Gly Asn Arg Val Lys Leu Met He 

320 325 330 

Ala Arg Ser Ala He Glu Glu Arg Thr Ala Pro Thr Ala Leu Gly He 

335 340 345 

Thr Leu Ser Ser Ser Pro Thr Ser Thr Pro Glu Leu Arg Val Asp Ala 
350 355 360 365 

Ser Thr Gin Lys Gly Glu Glu Ser Glu Thr Phe Asp Val Glu Leu Thr 

370 375 380 

Lys Asn Val Gin Gly Leu Gly He Thr He Ala Gly Tyr He Gly Asp 

385 390 395 

Lys Lys Leu Glu Pro Ser Gly He Phe Val Lys Ser He Thr Lys Ser 

400 405 410 

Ser Ala Val Glu His Asp Gly Arg He Gin He Gly Asp Gin He He 

415 420 425 

Ala Val Asp Gly Thr Asn Leu Gin Gly Phe Thr Asn Gin Gin Ala Val 
430 435 440 445 

Glu Val Leu Arg His Thr Gly Gin Thr Val Leu Leu Thr Leu Met Arg 

450 455 460 

Arg Gly Met Lys Gin Glu Ala Glu Leu Met Ser Arg Glu Asp Val Thr 

465 470 475 

Lys Asp Ala Asp Leu Ser Pro Val Asn Ala Ser He He Lys Glu Asn 

480 485 490 

Tyr Glu Lys Asp Glu Asp Phe Leu Ser Ser Thr Arg Asn Thr Asn He 

495 500 505 

Leu Pro Thr Glu Glu Glu Gly Tyr Pro Leu Leu Ser Ala Glu He Glu 
510 515 520 525 

Glu He Glu Asp Ala Gin Lys Gin Glu Ala Ala Leu Leu Thr Lys Trp 
530 535 540 
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Gin Arg He Met Gly He Asn Tyr Glu He Val Val Ala His Val Ser 

545 550 555 

Lys Phe Ser Glu Asn Ser Gly Leu Gly He Ser Leu Glu Ala Thr Val 

560 565 570 

Gly His His Phe He Arg Ser Val Leu Pro Glu Gly Pro Val Gly His 

575 580 585 

Ser Gly Lys Leu Phe Ser Gly Asp Glu Leu Leu Glu Val Asn Gly He 
590 595 600 605 

Thr Leu Leu Gly Glu Asn His Gin Asp Val Val Asn He Leu Lys Glu 

610 615 620 

Leu Pro He Glu Val Thr Met Val Cys Cys Arg Arg Thr Val Pro Pro 

625 630 635 

Thr Thr Gin Ser Glu Leu Asp Ser Leu Asp Leu Cys Asp He Glu Leu 

640 645 650 

Thr Glu Lys Pro His Val Asp Leu Gly Glu Phe He Gly Ser Ser Glu 

655 660 665 

Pro Glu Asp Pro Val Leu Ala Met Thr Asp Ala Gly Gin Ser Thr Glu 
670 675 680 685 

Glu Val Gin Ala Pro Leu Ala Met Trp Glu Ala Gly He Gin His lie 

690 695 700 

Met Leu Glu Lys Gly Ser Lys Gly Leu Gly Phe Ser He Leu Asp Tyr 

705 710 715 

Gin Asp Pro He Asp Pro Ala Ser Thr Val lie He He Arg Ser Leu 

720 725 730 

Val Pro Gly Gly He Ala Glu Lys Asp Gly Arg Leu Leu Pro Gly Asp 

735 740 745 

Arg Leu Met Phe Val Asn Asp. Val Asn Leu Glu Asn Ser Ser Leu Glu 
750 755 760 765 
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Glu Ala Val Glu Ala Leu Lys Gly Ala Pro Ser Gly Thr Val Arg He 

770 775 780 

Gly Val Ala Lys Pro Leu Pro Leu Ser Pro Glu Glu Gly Tyr Val Ser 

785 790 795 

Ala Lys Glu Asp Ser Phe Leu Tyr Pro Pro His Ser Cys Glu Glu Ala 

800 805 810 

Gly Leu Ala Asp Lys Pro Leu Phe Arg Ala Asp Leu Ala Leu Val Gly 

815 820 825 

Thr Asn Asp Ala Asp Leu Val Asp Glu Ser Thr Phe Glu Ser Pro Tyr 
830 835 840 845 

Ser Pro Glu Asn Asp Ser lie Tyr Ser Thr Gin Ala Ser He Leu Ser 

850 855 860 

Leu His Gly Ser Ser Cys Gly Asp Gly Leu Asn Tyr Gly Ser Ser Leu 

865 870 875 

Pro Ser Ser Pro Pro Lys Asp Val He Glu Asn Ser Cys Asp Pro Val 

880 . 885 890 

Leu Asp Leu His Met Ser Leu Glu Glu Leu Tyr Thr Gin Asn Leu Leu 

895 900 905 

Glu Arg Gin Asp Glu Asn Thr Pro Ser Val Asp He Ser Met Gly Pro 
910 915 920 925 

Ala Ser Gly Phe Thr He Asn Asp Tyr Thr Pro Ala Asn Ala He Glu 

930 935 940 

Gin Gin Tyr Glu Cys Glu Asn Thr He Val Trp Thr Glu Ser His Leu 

945 950 955 

Pro Ser Glu Val He Ser Ser Ala Glu Leu Pro Ser Val Leu Pro Asp 

960 965 970 

Ser Ala Gly Lys Gly Ser Glu Tyr Leu Leu Glu. Gin Ser Ser Leu Ala 
975 980 985 
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Cys Asn Ala Glu Cys Val Met Leu Gin Asn Val Ser Lys Glu Ser Phe 
990 995 1000 1005 

Glu Arg Thr lie Asn He Ala Lys Gly Asn Ser Ser Leu Gly Met Thr 

1010 1015 1020 

Val Ser Ala Asn Lys Asp Gly Leu Gly Met He Val Arg Ser He He 

1025 1030 1035 

His Gly Gly Ala He Ser Arg Asp Gly Arg He Ala He Gly Asp Cys 

1040 1045 1050 

He Leu Ser He Asn Glu Glu Ser Thr He Ser Val Thr Asn Ala Gin 

1055 1060 1065 

Ala Arg Ala Met Leu Arg Arg His Ser Leu He Gly Pro Asp He Lys 
1070 1075 1080 1085 

He Thr Tyr Val Pro Ala Glu His Leu Glu Glu Phe Lys He Ser Leu 

1090 1095 1100 

Gly Gin Gin Ser Gly Arg Val Met Ala Leu Asp He Phe Ser Ser Tyr 

1105 1110 1115 

Thr Gly Arg Asp He Pro Glu Leu Pro Glu Arg Glu Glu Gly Glu Gly 

1120 1125 1130 

Glu Glu Ser Glu Leu Gin Asn Thr Ala Tyr Ser Asn Trp Asn Gin Pro 

1135 1140 1145 

Arg Arg Val Glu Leu Trp Arg Glu Pro Ser Lys Ser Leu Gly He Ser 
1150 1155 1160 1165 

He Val Gly Gly Arg Gly Met Gly Ser Arg Leu Ser Asn Gly Glu Val 

1170 1175 1180 

Met Arg Gly He Phe He Lys His Val Leu Glu Asp Arg Pro Ala Gly 

1185 1190 1195 

Lys Asn Gly Thr Leu Lys Pro Gly Asp Arg He Val Glu Val Asp Gly 
1200 1205 1210 
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Met Asp Leu Arg Asp Ala Ser His Glu Gin Ala Val Glu Ala He Arg 

1215 1220 1225 

Lys Ala Gly Asn Pro Val Val Phe Met Val Gin Ser He He Asn Arg 
1230 1235 1240 1245 

Pro Arg Lys Ser Pro Leu Pro Ser Leu Leu His Asn Leu Tyr Pro Lys 

1250 1255 1260 

Tyr Asn Phe Ser Ser Thr Asn Pro Phe Ala Asp Ser Leu Gin He Asn 

1265 1270 1275 

Ala Asp Lys Ala Pro Ser Gin Ser Glu Ser Glu Pro Glu Lys Ala Pro 

1280 1285 1290 

Leu Cys Ser Val Pro Pro Pro Pro Pro Ser Ala Phe Ala Glu Met Gly 

1295 1300 1305 

Ser Asp His Thr Gin Ser Ser Ala Ser Lys He Ser Gin Asp Val Asp 
1310 1315 1320 1325 

Lys Glu Asp Glu Phe Gly Tyr Ser Trp Lys Asn He Arg Glu Arg Tyr 

1330 1335 1340 

Gly Thr Leu Thr Gly Glu Leu His Met He Glu Leu Glu Lys Gly His 

1345 1350 1355 

Ser Gly Leu Gly Leu Ser Leu Ala Gly Asn Lys Asp Arg Ser Arg Met 

1360 1365 1370 

Ser Val Phe He Val Gly He Asp Pro Asn Gly Ala Ala Gly Lys Asp 

1375 1380 1385 

Gly Arg Leu Gin He Ala Asp Glu Leu Leu Glu He Asn Gly Gin He 
1390 1395 1400 1405 

Leu Tyr Gly Arg Ser His Gin Asn Ala Ser Ser He He Lys Cys Ala 

1410 1415 1420 

Pro Ser Lys Val Lys He lie Phe He Arg Asn Lys Asp Ala Val Asn 
1425 1430 1435 
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Gin Met Ala Val Cys Pro Gly Asn Ala Yal Glu Pro Leu Pro Ser Asn 

1440 1445 1450 

Ser Glu Asn Leu Glu Asn Lys Glu Thr Glu Pro Thr Val Thr Thr Ser 

1455 1460 1465 

Asp Ala Ala Yal Asp Leu Ser Ser Phe Lys Asn Val Gin His Leu Glu 
1470 1475 1480 1485 

Leu Pro Lys Asp Gin Gly Gly Leu Gly lie Ala He Ser Glu Glu Asp 

1490 1495 1500 

Thr Leu Ser Gly Val He He Lys Ser Leu Thr Glu His Gly Val Ala 

1505 1510 1515 

Ala Thr Asp Gly Arg Leu Lys Val Gly Asp Gin He Leu Ala Val Asp 

1520 1525 1530 

Asp Glu He Val Val Gly Tyr Pro He Glu Lys Phe He Ser Leu Leu 

1535 1540 1545 

Lys Thr Ala Lys Met Thr Val Lys Leu Thr He His Ala Glu Asn Pro 
1550 1555 1560 1565 

Asp Ser Gin Ala Val Pro Ser Ala Ala Gly Ala Ala Ser Gly Glu Lys 

1570 1575 1580 

Lys Asn Ser Ser Gin Ser Leu Met Val Pro Gin Ser Gly Ser Pro Glu 

1585 1590 1595 

Pro Glu Ser He Arg Asn Thr Ser Arg Ser Ser Thr Pro Ala lie Phe 

1600 1605 1610 

Ala Ser Asp Pro Ala Thr Cys Pro He He Pro Gly Cys Glu Thr Thr 

1615 1620 1625 

He Glu lie Ser Lys Gly Arg Thr Gly Leu Gly Leu Ser He Val Gly 
1630 1635 1640 1645 

Gly Ser Asp Thr Leu Leu Gly Ala Phe He He His Glu Val Tyr Glu 
1650 1655 1660 
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Glu Gly Ala Ala Cys Lys Asp Gly Arg Leu Trp Ala Gly Asp Gin He 

1665 1670 1675 

Leu Glu Val Asn Gly He Asp Leu Arg Lys Ala Thr His Asp Glu Ala 

1680 1685 1690 

He Asn Val Leu Arg Gin Thr Pro Gin Arg Val Arg Leu Thr Leu Tyr 

1695 1700 1705 

Arg Asp Glu Ala Pro Tyr Lys Glu Glu Glu Val Cys Asp Thr Leu Thr 
1710 1715 1720 1725 

lie Glu Leu Gin Lys Lys Pro Gly Lys Gly Leu Gly Leu Ser He Val 

1730 1735 1740 

Gly Lys Arg Asn Asp Thr Gly Val Phe Val Ser Asp He Val Lys Gly 

1745 1750 1755 

Gly He Ala Asp Pro Asp Gly Arg Leu He Gin Gly Asp Gin He Leu 

1760 1765 1770 

Leu Val Asn Gly Glu Asp. Val Arg Asn Ala Ser Gin Glu Ala Val Ala 

1775 1780 1785 

Ala Leu Leu Lys Cys Ser Leu Gly Thr Val Thr Leu Glu Val Gly Arg 
1790 1795 1800 1805 

He Lys Ala Gly Pro Phe His Ser Glu Arg Arg Pro Ser Gin Thr Ser 

. 1810 1815 1820 

Gin Val Ser Glu Gly Ser Leu Ser Ser Phe Thr Phe Pro Leu Ser Gly 

1825 1830 1835 

Ser Ser Thr Ser Glu Ser Leu Glu Ser Ser Ser Lys Lys Asn Ala Leu 

1840 1845 1850 

Ala Ser Glu He Gin Gly Leu Arg Thr Val Glu Met Lys Lys Gly Pro 

1855 1860 1865 

Thr Asp Ser Leu Gly He Ser He Ala Gly Gly Val Gly Ser Pro Leu 
1870 1875 1880 1885 
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Gly Asp Val Pro He Phe He Ala Met Met His Pro Thr Gly Val Ala 

1890 1895 1900 

Ala Gin Thr Gin Lys Leu Arg Val Gly Asp Arg He Val Thr He Cys 

1905 1910 1915 

Gly Thr Ser Thr Glu Gly Met Thr His Thr Gin Ala Val Asn Leu Leu 

1920 1925 1930 

Lys Asn Ala Ser Gly Ser He Glu Met Gin Val Val Ala Gly Gly Asp 

1935 1940 1945 

Val Ser Val Val Thr Gly His His Gin Glu Pro Ala Ser Ser Ser Leu 
1950 1955 1960 1965 

Ser Phe Thr Gly Leu Thr Ser Thr Ser He Phe Gin Asp Asp Leu Gly 

1970 1975 1980 

Pro Pro Gin Cys Lys Ser He Thr Leu Glu Arg Gly Pro Asp Gly Leu 

1985 1990 1995 

Gly Phe Ser He Val Gly Gly Tyr Gly Ser Pro His Gly Asp Leu Pro 

2000 2005 2010 

lie Tyr Val Lys Thr Val Phe Ala Lys Gly Ala Ala Ser Glu Asp Gly 

2015 2020 2025 

Arg Leu Lys Arg Gly Asp Gin He He Ala Val Asn Gly Gin Ser Leu 
2030 2035 2040 2045 

Glu Gly Val Thr His Glu Glu Ala Val Ala He Leu Lys Arg Thr Lys 

2050 2055 2060 

Gly Thr Val Thr Leu Met Val Leu Ser 
2065 2070 

<210> 84 
<211> 1239 
<212> PRT 
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<213> Homo sapience 
<400> 84 

Met Leu Glu Ala He Asp Lys Asn Arg Ala Leu His Ala 
1 5 10 

Ala Glu Arg Leu Gin Thr Lys Leu Arg Glu Arg Gly Asp Val Ala Asn 

15 20 25 

Glu Asp Lys Leu Ser Leu Leu Lys Ser Val Leu Gin Ser Pro Leu Phe 
30 35 40 45 

Ser Gin He Leu Ser Leu Gin Thr Ser Val Gin Gin Leu Lys Asp Gin 

50 55 60 

Val Asn He Ala Thr Ser Ala Thr Ser Asn lie Glu Tyr Ala His Val 

65 70 75 

Pro His Leu Ser Pro Ala Val He Pro Thr Leu Gin Asn Glu Ser Phe 

80 85 90 

Leu Leu Ser Pro Asn Asn Gly Asn Leu Glu Ala Leu Thr Gly Pro Gly 

95 100 105 

He Pro His He Asn Gly Lys Pro Ala Cys Asp Glu Phe Asp Gin Leu 
U0 115 120 125 

He Lys Asn Met Ala Gin Gly Arg His Val Glu Val Phe Glu Leu Leu 

130 135 140 

Lys Pro Pro Ser Gly Gly Leu Gly Phe Ser Val Val Gly Leu Arg Ser 

145 150 155 

Glu Asn Arg Gly Glu Leu Gly He Phe Val Gin Glu lie Gin Glu Gly 

160 165 170 

Ser Val Ala His Arg Asp Gly Arg Leu Lys Glu Thr Asp Gin He Leu 

175 180 185 

Ala He Asn Gly Gin Ala Leu Asp Gin Thr He Thr His Gin Glu Ala 
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190 195 200 205 

lie Ser lie Leu Gin Lys Ala Lys Asp Thr Val Gin Leu Val He Ala 

210 215 220 

Arg Gly Ser Leu Pro Gin Leu Val Ser Pro He Val Ser Arg Ser Pro 

225 230 235 

Ser Ala Ala Ser Thr He Ser Ala His Ser Asn Pro Val His Trp Gin 

240 245 250 

His Met Glu Thr He Glu Leu Val Asn Asp Gly Ser Gly Leu Gly Phe 

255 260 265 

Gly He He Gly Gly Lys Ala Thr Gly Val He Val Lys Thr He Leu 
270 275 280 285 

Pro Gly Gly Val Ala Asp Gin His Gly Arg Leu Cys Ser Gly Asp His 

290 295 300 

He Leu Lys He Gly Asp Thr Asp Leu Ala Gly Met Ser Ser Glu Gin 

305 310 315 

Val Ala Gin Val Leu Arg Gin Cys Gly Asn Arg Val Lys Leu Met He 

320 325 330 

Ala Arg Ser Ala He Glu Glu Arg Thr Ala Pro Thr Ala Leu Gly He 

335 340 345 

Thr Leu Ser Ser Ser Pro Thr Ser Thr Pro Glu Leu Arg Val Asp Ala 
350 355 360 365 

Ser Thr Gin Lys Gly Glu Glu Ser Glu Thr Phe Asp Val Glu Leu Thr 

370 375 380 

Lys Asn Val Gin Gly Leu Gly He Thr He Ala Gly Tyr He Gly Asp 

385 390 395 

Lys Lys Leu Glu Pro Ser Gly He Phe Val Lys Ser He Thr Lys Ser 

400 405 410 

Ser Ala Val Glu His Asp Gly Arg He Gin He Gly Asp Gin He lie 
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415 420 425 

Ala Val Asp Gly Thr Asn Leu Gin Gly Phe Thr Asn Gin Gin Ala Val 
430 435 440 445 

Glu Val Leu Arg His Thr Gly Gin Thr Val Leu Leu Thr Leu Met Arg 

450 455 460 

Arg Gly Met Lys Gin Glu Ala Glu Leu Met Ser Arg Glu Asp Val Thr 

465 470 475 

Lys Asp Ala Asp Leu Ser Pro Val Asn Ala Ser He He Lys Glu Asn 

480 485 490 

Tyr Glu Lys Asp Glu Asp Phe Leu Ser Ser Thr Arg Asn Thr Asn He 

495 500 505 

Leu Pro Thr Glu Glu Glu Gly Tyr Pro Leu Leu Ser Ala Glu He Glu 
510 515 520 525 

Glu He Glu Asp Ala Gin Lys Gin Glu Ala Ala Leu Leu Thr Lys Trp 

530 535 540 

Gin Arg He Met Gly He Asn Tyr Glu He Val Val Ala His Val Ser 

545 550 555 

Lys Phe Ser Glu Asn Ser Gly Leu Gly He Ser Leu Glu Ala Thr Val 

560 565 570 

Gly His His Phe He Arg Ser Val Leu Pro Glu Gly Pro Val Gly His 

575 580 585 

Ser Gly Lys Leu Phe Ser Gly Asp Glu Leu Leu Glu Val Asn Gly He 
590 595 600 605 

Thr Leu Leu Gly Glu Asn His Gin Asp Yal Val Asn He Leu Lys Glu 

610 615 620 

Leu Pro He Glu Val Thr Met Val Cys Cys Arg Arg Thr Val Pro Pro 

625 630 635 

Thr Thr Gin Ser Glu Leu Asp Ser Leu Asp Leu Cys Asp He Glu Leu 
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640 645 650 

Thr Glu Lys Pro His Val Asp Leu Gly Glu Phe lie Gly Ser Ser Glu 

655 660 665 

Pro Glu Asp Pro Val Leu Ala Met Thr Asp Ala Gly Gin Ser Thr Glu 
670 675 680 685 

Glu Val Gin Ala Pro Leu Ala Met Trp Glu Ala Gly He Gin His He 

690 695 700 

Met Leu Glu Lys Gly Ser Lys Gly Leu Gly Phe Ser lie Leu Asp Tyr 

705 710 715 

Gin Asp Pro He Asp Pro Ala Ser Thr Val He He He Arg Ser Leu 

720 725 730 

Val Pro Gly Gly He Ala Glu Lys Asp Gly Arg Leu Leu Pro Gly Asp 

735 740 745 

Arg Leu Met Phe Val Asn Asp Val Asn Leu Glu Asn Ser Ser Leu Glu 
750 755 760 765 

Glu Ala Val Glu Ala Leu Lys Gly Ala Pro Ser Gly Thr Val Arg He 

770 775 780 

Gly Val Ala Lys Pro Leu Pro Leu Ser Pro Glu Glu Gly Tyr Val Ser 

785 790 795 

Ala Lys Glu Asp Ser Phe Leu Tyr Pro Pro His Ser Cys Glu Glu Ala 

800 805 810 

Gly Leu Ala Asp Lys Pro Leu Phe Arg Ala Asp Leu Ala Leu Val Gly 

815 820 825 

Thr Asn Asp Ala Asp Leu Val Asp Glu Ser Thr Phe Glu Ser Pro Tyr 
830 835 840 845 

Ser Pro Glu Asn Asp Ser He Tyr Ser Thr Gin Ala Ser He Leu Ser 

850 855 860 

Leu His Gly Ser Ser Cys Gly Asp Gly Leu Asn Tyr Gly Ser Ser Leu 
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865 870 875 

Pro Ser Ser Pro Pro Lys Asp Val He Glu Asn Ser Cys Asp Pro Val 

880 885 890 

Leu Asp Leu His Met Ser Leu Glu Glu Leu Tyr Thr Gin Asn Leu Leu 

895 900 905 

Glu Arg Gin Asp Glu Asn Thr Pro Ser Val Asp He Ser Met Gly Pro 
910 915 920 925 

Ala Ser Gly Phe Thr He Asn Asp Tyr Thr Pro Ala Asn Ala He Glu 

930 935 940 

Gin Gin Tyr Glu Cys Glu Asn Thr He Val Trp Thr Glu Ser His Leu 

945 950 955 

Pro Ser Glu Val He Ser Ser Ala Glu Leu Pro Ser Val Leu Pro Asp 

960 965 970 

Ser Ala Gly Lys Gly Ser Glu His Leu Leu Glu Gin Ser Ser Leu Ala 

975 980 985 

Cys Asn Ala Glu Cys Val Met Leu Gin Asn Val Ser Lys Glu Ser Phe 
990 995 1000 1005 

Glu Arg Thr He Asn He Ala Lys Gly Asn Ser Ser Leu Gly Met Thr 

1010 1015 1020 

Val Ser Ala Asn Lys Asp Gly Leu Gly Met He Val Arg Ser He He 

1025 1030 1035 

His Gly Gly Ala He Ser Arg Asp Gly Arg He Ala He Gly Asp Cys 

1040 1045 1050 

He Leu Ser He Asn Glu Glu Ser Thr He Ser Val Thr Asn Ala Gin 

1055 1060 1065 

Ala Arg Ala Met Leu Arg Arg His Ser Leu He Gly Pro Asp He Lys 
1070 1075 1080 1085 

He Thr Tyr Val Pro Ala Glu His Leu Glu Glu Phe Lys He Ser Leu 
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1090 1095 1100 

Gly Gin Gin Ser Gly Arg Val Met Ala Leu Asp He Phe Ser Ser Tyr 

1105 1110 1115 

Thr Gly Arg Asp He Pro Glu Leu Pro Glu Arg Glu Glu Gly Glu Gly 

1120 1125 1130 

Glu Glu Ser Glu Leu Gin Asn Thr Ala Tyr Ser Asn Trp Asn Gin Pro 

1135 1140 1145 

Arg Arg Val Glu Leu Trp Arg Glu Pro Ser Lys Ser Leu Gly He Ser 
1150 1155 1160 1165 

He Val Gly Gly Arg Gly Met Gly Ser Arg Leu Ser Asn Gly Glu Val 

1170 1175 1180 

Met Arg Gly lie Phe He Lys His Val Leu Glu Asp Ser Pro Ala Gly 

1185 1190 1195 

Lys Asn Gly Thr Leu Lys Pro Gly Asp Arg He Val Glu Val Asp Gly 

1200 . 1205 1210 

Met Asp Leu Arg Asp Ala Ser His Glu Gin Ala Yal Glu Ala He Arg 

1215 1220 1225 

Lys Ala Gly Asn Pro Val Val Phe Met Val 
1230 1235 

<210> 85 
<211> 6540 
<212> DNA 

<213> Homo sapience 



<220> 
<221> CDS 

<222> (71)... (6070) 
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<400> 85 

ttctcagtca cgcagttcca ttttaattgc tgttaatcat ttcagagaag aacactgaac 60 

tttgaaaaaa atg ttg gaa gcc att gac aaa aat egg gec ctg cat gca 109 
Met Leu Glu Ala He Asp Lys Asn Arg Ala Leu His Ala 
1 5 10 

gca gag cgc ttg caa acc aag ctg cga gaa cgt ggg gat gta gca aat 157 
Ala Glu Arg Leu Gin Thr Lys Leu Arg Glu Arg Gly Asp Val Ala Asn 
15 20 25 

gaa gac aaa ctg age ctt ctg aag tea gtc ctg cag age cct etc ttc 205 
Glu Asp Lys Leu Ser Leu Leu Lys Ser Val Leu Gin Ser Pro Leu Phe 
30 35 40 45 

agt cag att ctg age ctt cag act tct gta cag cag ctg aaa gac cag 253 
Ser Gin He Leu Ser Leu Gin Thr Ser Val Gin Gin Leu Lys Asp Gin 
50 55 60 

gta aat att gca act tea gca act tea aat att gaa tat gcc cac gtt 301 
Val Asn He Ala Thr Ser Ala Thr Ser Asn He Glu Tyr Ala His Val 
65 70 75 



cct cat etc age cca get gtg att cct act ctg caa aat gaa teg ttt 
Pro His Leu Ser Pro Ala Val He Pro Thr Leu Gin Asn Glu Ser Phe 
80 85 90 



349 
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tta tta tec cca aac aat ggg aat ctg gaa gca ctt aca gga cct ggt 397 
Leu Leu Ser Pro Asn Asn Gly Asn Leu Glu Ala Leu Thr Gly Pro Gly 
95 100 105 

att cca cac att aat ggg aaa cct get tgt gat gaa ttt gat cag ctt 445 
He Pro His He Asn Gly Lys Pro Ala Cys Asp Glu Phe Asp Gin Leu 
110 115 120 125 

ate aaa aat atg gee cag ggt cgc cat gta gaa gtt ttt gag etc etc 493 
lie Lys Asn Met Ala Gin Gly Arg His Val Glu Val Phe Glu Leu Leu 
130 135 140 

aaa cct cca tct gga ggc ctt ggg ttt agt gtt gtg gga eta aga agt 541 
Lys Pro Pro Ser Gly Gly Leu Gly Phe Ser Val Val Gly Leu Arg Ser 
145 150 155 

gaa aac aga gga gag ctg gga ata ttt gtt caa gag ata caa gag ggc 589 
Glu Asn Arg Gly Glu Leu Gly He Phe Val Gin Glu He Gin Glu Gly 
160 165 170 

agt gtg gec cat aga gat gga aga ttg aaa gaa act gat caa att ctt 637 
Ser Val Ala His Arg Asp Gly Arg Leu Lys Glu Thr Asp Gin He Leu 
175 180 1 85 

get ate aat gga cag get ctt gat cag aca att aca cat cag cag get 685 
Ala He Asn Gly Gin Ala Leu Asp Gin Thr He Thr His Gin Gin Ala 
190 195 200 205 
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ate age ate ctg cag aaa gee aaa gat act gtc cag eta gtt att gee 
He Ser lie Leu Gin Lys Ala Lys Asp Thr Val Gin Leu Val He Ala 
210 215 220 



733 



aga ggc tea ttg cct cag ctt gtc age ccc ata gtt tec cgt tct cca 
Arg Gly Ser Leu Pro Gin Leu Val Ser Pro He Val Ser Arg Ser Pro 
225 230 235 



781 



tct gca gec age aca att tea get cac tct aat ccg gtt cac tgg caa 
Ser Ala Ala Ser Thr He Ser Ala His Ser Asn Pro Val His Trp Gin 
240 245 250 



829 



cac atg gaa acg att gaa ttg gtg aat gat gga tct ggt ttg gga ttt 
His Met Glu Thr He Glu Leu Val Asn Asp Gly Ser Gly Leu Gly Phe 
255 260 265 



877 



ggc ate ata gga gga aaa gca act ggt gtg ata gta aaa ace att ctg 
Gly He He Gly Gly Lys Ala Thr Gly Val He Val Lys Thr lie Leu 
270 275 280 285 



925 



cct gga gga gta get gat cag cat ggg cgt tta tgc agt gga gac cac 
Pro Gly Gly Val Ala Asp Gin His Gly Arg Leu Cys Ser Gly Asp His 
290 295 300 



973 



att eta aag att ggt gac aca gat eta gca gga atg age agt gag caa 
He Leu Lys He Gly Asp Thr Asp Leu Ala Gly Met Ser Ser Glu Gin 
305 310 315 



1021 
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gta gca caa gtc ctt agg caa tgt gga aat aga gtt aag ttg atg att 1069 
Val Ala Gin Val Leu Arg Gin Cys Gly Asn Arg Val Lys Leu Met He 
320 325 330 

gca aga agt gcc ata gaa gaa cgt aca gca ccc act get ttg ggc ate 1117 
Ala Arg Ser Ala He Glu Glu Arg Thr Ala Pro Thr Ala Leu Gly He 
335 340 345 



acc etc tec tea tec cca act tea acg cca gag ttg egg gtt gat get 1165 
Thr Leu Ser Ser Ser Pro Thr Ser Thr Pro Glu Leu Arg Val Asp Ala 
350 355 360 365 

tct act cag aaa ggt gaa gaa agt gag aca ttt gat gta gaa etc act 1213 
Ser Thr Gin Lys Gly Glu Glu Ser Glu Thr Phe Asp Val Glu Leu Thr 
370 375 380 

aaa aat gtc caa gga tta gga att acc att get ggc tac att gga gat 1261 
Lys Asn Val Gin Gly Leu Gly He Thr He Ala Gly Tyr He Gly Asp 
385 390 395 

aaa aaa ttg gaa cct tea gga ate ttt gta aag age att aca aaa age 1309 
Lys Lys Leu Glu Pro Ser Gly He Phe Val Lys Ser He Thr Lys Ser 
400 405 410 

agt gcc gtt gag cat gat gga aga ate caa att gga gac caa att ata 1357 
Ser Ala Val Glu His Asp Gly Arg He Gin lie Gly Asp Gin He He 
415 420 425 
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gca gta gat ggc aca aac ctt cag ggt ttt act aat cag caa gca gta 1405 

Ala Val Asp Gly Thr Asn Leu Gin Gly Phe Thr Asn Gin Gin Ala Val 
430 435 440 445 

gag gta ttg cga cat aca gga caa act gtg etc ctg aca eta atg agg 1453 

Glu Val Leu Arg His Thr Gly Gin Thr Val Leu Leu Thr Leu Met Arg 
450 455 460 

aga gga atg aag cag gaa gee gag etc atg tea agg gaa gac gtc aca 1501 

Arg Gly Met Lys Gin Glu Ala Glu Leu Met Ser Arg Glu Asp Val Thr 
465 470 475 

aaa gat gca gat ttg tct cct gtt aat gee age ata ate aaa gaa aat 1549 

Lys Asp Ala Asp Leu Ser Pro Val Asn Ala Ser He He Lys Glu Asn 

480 485 490 

tat gaa aaa gat gaa gat ttt tta tct teg acg aga aac ace aac ata 1597 

Tyr Glu Lys Asp Glu Asp Phe Leu Ser Ser Thr Arg Asn Thr Asn He 

495 500 505 

tta cca act gaa gaa gaa ggg tat cca tta ctg tea get gag ata gaa 1645 

Leu Pro Thr Glu Glu Glu Gly Tyr Pro Leu Leu Ser Ala Glu He Glu 
510 515 520 525 

gaa ata gaa gat gca caa aaa caa gaa get get ctg ctg aca aaa tgg 1693 

Glu He Glu Asp Ala Gin Lys Gin Glu Ala Ala Leu Leu Thr Lys Trp 
530 535 540 
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caa agg att atg gga att aac tat gaa ata gtg gtg gcc cat gtg age 1741 

Gin Arg He Met Gly He Asn Tyr Glu He Val Val Ala His Val Ser 
545 550 555 

aag ttt agt gag aac.agt gga ttg ggg ata age ctg gaa gcg aca gtg 1789 

Lys Phe Ser Glu Asn Ser Gly Leu Gly He Ser Leu Glu Ala Thr Val 

560 565 570 

gga cat cat ttt ate cga tct gtt eta cca gag ggt cct gtt gga cac 1837 

Gly His His Phe He Arg Ser Val Leu Pro Glu Gly Pro Val Gly His 
575 580 585 

age ggg aag etc ttc agt gga gac gag eta ttg gaa gta aat ggc ata 1885 

Ser Gly Lys Leu Phe Ser Gly Asp Glu Leu Leu Glu Val Asn Gly He 
590 595 600 605 

act tta ctt ggg gaa aat cac caa gat gtg gtg aat ate tta aaa gaa 1933 

Thr Leu Leu Gly Glu Asn His Gin Asp Val Val Asn He Leu Lys Glu 
610 615 620 

ctg cct ata gaa gtg aca atg gtg tgc tgt cgt cga act gtg cca ccc 1981 

Leu Pro He Glu Val Thr Met Val Cys Cys Arg Arg Thr Val Pro Pro 
625 630 635 



ace ace caa tea gaa ttg gat age ctg gac tta tgt gat att gag eta 
Thr Thr Gin Ser Glu Leu Asp Ser Leu Asp Leu Cys Asp He Glu Leu 
640 645 650 



2029 
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aca gaa aag cct cac gta gat eta ggt gag ttc ate ggg tea tea gag 
Thr Glu Lys Pro His Val Asp Leu Gly Glu Phe He Gly Ser Ser Glu 
655 660 665 



2077 



cca gag gat cca gtg ctg gcg atg act gat gcg ggt cag agt aca gaa 
Pro Glu Asp Pro Val Leu Ala Met Thr Asp Ala Gly Gin Ser Thr Glu 
670 675 680 685 



2125 



gag gtt caa gca cct ttg gec atg tgg gag get ggc att cag cac ata 
Glu Val Gin Ala Pro Leu Ala Met Trp Glu Ala Gly He Gin His He 
690 695 700 



2173 



atg ctg gag aaa ggg age aaa gga ctt ggt ttt age att tta gat tat 
Met Leu Glu Lys Gly Ser Lys Gly Leu Gly Phe Ser He Leu Asp Tyr 
705 710 715 



2221 



cag gat cca att gat cca gca age act gtg att ata att cgt tct ttg 
Gin Asp Pro He Asp Pro Ala Ser Thr Val He He He Arg Ser Leu 
720 725 730 



2269 



gtg cct ggc ggc att get gaa aag gat gga cga ctt ctt cct ggt gac 
Val Pro Gly Gly He Ala Glu Lys Asp Gly Arg Leu Leu Pro Gly Asp 
735 740 745 



2317 



cga etc atg ttt gta aac gat gtt aac ttg gaa aac age agt ctt gag 2365 
Arg Leu Met Phe Val Asn Asp Val Asn Leu Glu Asn Ser Ser Leu Glu 
750 755 760 765 
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gaa get gta gaa gca ctg aag gga gca ccg tea ggg act gtg aga ata 2413 
Glu Ala Val Glu Ala Leu Lys Gly Ala Pro Ser Gly Thr Val Arg He 
770 775 780 

gga gtt get aag cct tta ccc ctt tea cca gaa gaa ggt tat gtt tct 2461 
Gly Val Ala Lys Pro Leu Pro Leu Ser Pro Glu Glu Gly Tyr Val Ser 
785 790 795 

get aag gag gat tec ttt etc tac cca cca cac tec tgt gag gaa gca 2509 
Ala Lys Glu Asp Ser Phe Leu Tyr Pro Pro His Ser Cys Glu Glu Ala 
800 805 810 

ggg ctg get gac aaa ccc etc ttc agg get gac ttg get ctg gtg ggc 2557 
Gly Leu Ala Asp Lys Pro Leu Phe Arg Ala Asp Leu Ala Leu Val Gly 
815 820 825 

aca aat gat get gac tta gta gat gaa tec aca ttt gag tct cca tac 2605 
Thr Asn Asp Ala Asp Leu Val Asp Glu Ser Thr Phe Glu Ser Pro Tyr 
830 835 840 845 

tct cct gaa aat gac age ate tac tct act caa gee tct att tta tct 2653 
Ser Pro Glu Asn Asp Ser He Tyr Ser Thr Gin Ala Ser He Leu Ser 
850 855 860 



ctt cat ggc agt tct tgt ggt gat ggc ctg aac tat ggt tct tec ctt 
Leu His Gly Ser Ser Cys Gly Asp Gly Leu Asn Tyr Gly Ser Ser Leu 
865 870 875 



2701 
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cca tea tct cct cct aag gat gtt att gaa aat tct tgt gat cca gta 2749 

Pro Ser Ser Pro Pro Lys Asp Val He Glu Asn Ser Cys Asp Pro Val 
880 885 890 

ctt gat ctg cat atg tct ctg gag gaa eta tat acc cag aat etc ctg 2797 

Leu Asp Leu His Met Ser Leu Glu Glu Leu Tyr Thr Gin Asn Leu Leu 
895 900 905 

gaa aga cag gat gag aat aca cct teg gtg gac ata agt atg ggg cct 2845 

Glu Arg Gin Asp Glu Asn Thr Pro Ser Val Asp He Ser Met Gly Pro 

910 915 920 925 

get tct ggc ttt act ata aat gac tac aca cct gca aat get att gaa 2893 

Ala Ser Gly Phe Thr He Asn Asp Tyr Thr Pro Ala Asn Ala He Glu 

930 935 940 

caa caa tat gaa tgt gaa aac aca ata gtg tgg act gaa tct cat tta 2941 

Gin Gin Tyr Glu Cys Glu Asn Thr He Val Trp Thr Glu Ser His Leu 
945 950 955 

cca agt gaa gtt ata tea agt gca gaa ctt cct tct gtg eta ccc gat 2989 

Pro Ser Glu Val He Ser Ser Ala Glu Leu Pro Ser Val Leu Pro Asp 
960 965 970 

tea get gga aag ggc tct gag cac ctg ctt gaa cag age tec ctg gec 3037 

Ser Ala Gly Lys Gly Ser Glu His Leu Leu Glu Gin Ser Ser Leu Ala 
975 980 985 
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tgt aat get gag tgt gtc atg ctt caa aat gta tct aaa gaa tct ttt 3085 
Cys Asn Ala Glu Cys Val Met Leu Gin Asn Val Ser Lys Glu Ser Phe 
990 995 1000 1005 



gaa agg act att aat ata gca aaa ggc aat tct age eta gga atg aca 3133 
Glu Arg Thr He Asn lie Ala Lys Gly Asn Ser Ser Leu Gly Met Thr 
1010 1015 1020 



gtt agt get aat aaa gat ggc ttg ggg atg ate gtt cga age att att 3181 
Val Ser Ala Asn Lys Asp Gly Leu Gly Met He Val Arg Ser He He 
1025 1030 1035 



cat gga ggt gee att agt cga gat ggc egg att gee att ggg gac tgc 3229 
His Gly Gly Ala He Ser Arg Asp Gly Arg He Ala He Gly Asp Cys 
1040 1045 1050 

ate ttg tec att aat gaa gag tct ace ate agt gta acc aat gec cag 3277 
He Leu Ser He Asn Glu Glu Ser Thr He Ser Val Thr Asn Ala Gin 
1055 1060 1065 

gca cga get atg ttg aga aga cat tct etc att ggc cct gac ata aaa 3325 
Ala Arg Ala Met Leu Arg Arg His Ser Leu He Gly Pro Asp He Lys 
1070 1075 1080 1085 



att act tat gtg cct gca gaa cat ttg gaa gag ttc aaa ata age ttg 3373 
lie Thr Tyr Val Pro Ala Glu His Leu Glu Glu Phe Lys He Ser Leu 
1090 1095 1100 
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att ttt tct tea tac 3421 
He Phe Ser Sep Tyr 
1115 

act ggc aga gac att cca gaa tta cca gag cga gaa gag gga gag ggt 3469 
Thr Gly Arg Asp He Pro Glu Leu Pro Glu Arg Glu Glu Gly Glu Gly 
1120 1125 1130 

gaa gaa age gaa ctt caa aac aca gca tat age aat tgg aat cag ccc 3517 
Glu Glu Ser Glu Leu Gin Asn Thr Ala Tyr Ser Asn Trp Asn Gin Pro 
1135 1140 1145 

agg egg gtg gaa etc tgg aga gaa cca age aaa tec tta ggc ate age 3565 
Arg Arg Val Glu Leu Trp Arg Glu Pro Ser Lys Ser Leu Gly He Ser 
1150 1155. 1160 1165 

att gtt ggt gga cga ggg atg ggg agt egg eta age aat gga gaa gtg 3613 
He Val Gly Gly Arg Gly Met Gly Ser Arg Leu Ser Asn Gly Glu Val 
1170 1175 1180 

atg agg ggc att ttc ate aaa 
Met Arg Gly He Phe lie Lys 
1185 



gga caa caa tct gga aga gta atg gca ctg gat 
Gly Gin Gin Ser Gly Arg Val Met Ala Leu Asp 
1105 1110 



cat gtt ctg gaa gat agt cca get ggc 3661 
His Val Leu Glu Asp Ser Pro Ala Gly 
1190 1195 



aaa aat gga acc ttg aaa cct 
Lys Asn Gly Thr Leu Lys Pro 
1200 



gga gat aga ate gta gag gca ccc agt 
Gly Asp Arg lie Val Glu Ala Pro Ser 
1205 1210 



3709 
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cag tea gag tea gag cca gag aag get cca ttg tgc agt gtg ccc cca 
Gin Ser Glu Ser Glu Pro Glu Lys Ala Pro Leu Cys Ser Val Pro Pro 
1215 1220 1225 



3757 



ccc cct cct tea gec ttt gec gaa atg ggt agt gat cac aca cag tea 3805 
Pro Pro Pro Ser Ala Phe Ala Glu Met Gly Ser Asp His Thr Gin Ser 
1230 1235 1240 1245 

tct gca age aaa ate tea caa gat gtg gac aaa gag gat gag ttt ggt 3853 
Ser Ala Ser Lys lie Ser Gin Asp Val Asp Lys Glu Asp Glu Phe Gly 
1250 1255 1260 

tac age tgg aaa aat ate aga gag cgt tat gga acc eta aca ggc gag 3901 
Tyr Ser Trp Lys Asn He Arg Glu Arg Tyr Gly Thr Leu Thr Gly Glu 
1265 1270 1275 

ctg cat atg att gaa ctg gag aaa ggt cat agt ggt ttg ggc eta agt 3949 
Leu His Met He Glu Leu Glu Lys Gly His Ser Gly Leu Gly Leu Ser 
1280 1285 1290 

ctt get ggg aac aaa gac cga tec agg atg agt gtc ttc ata gtg ggg 3997 
Leu Ala Gly Asn Lys Asp Arg Ser Arg Met Ser Val Phe He Val Gly 
1295 1300 1305 



att gat cca aat gga get gca gga aaa gat ggt cga ttg caa att gca 4045 
He Asp Pro Asn Gly Ala Ala Gly Lys Asp Gly Arg Leu Gin He Ala 
1310 1315 1320 1325 
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gat gag ctt eta gag ate aat ggt cag att tta tat gga aga agt cat 
Asp Glu Leu Leu Glu He Asn Gly Gin lie Leu Tyr Gly Arg Ser His 
1330 1335 1340 



4093 



cag aat gec tea tea ate att aaa tgt gee cct tct aaa gtg aaa ata 
Gin Asn Ala Ser Ser lie He Lys Cys Ala Pro Ser Lys Val Lys He 
1345 1350 1355 



4141 



att ttt ate aga aat aaa gat gca gtg aat cag atg gec gta tgt cct 
He Phe lie Arg Asn Lys Asp Ala Val Asn Gin Met Ala Val Cys Pro 
1360 1365 1370 



4189 



gga aat gca gta gaa cct ttg cct tct aac tea gaa aat ctt caa aat 
Gly Asn Ala Val Glu Pro Leu Pro Ser Asn Ser Glu Asn Leu Gin Asn 
1375 1380 1385 



4237 



aag gag aca gag cca act gtt act act tct gat gca get gtg gac etc 
Lys Glu Thr Glu Pro Thr Val Thr Thr Ser Asp Ala Ala Val Asp Leu 
1390 1395 ' 1400 1405 



4285 



agt tea ttt aaa aat gtg caa cat ctg gag ctt ccc aag gat cag ggg 
Ser Ser Phe Lys Asn Val Gin His Leu Glu Leu Pro Lys Asp Gin Gly 
1410 1415 1420 



4333 



ggt ttg ggt att get ate age gaa gaa gat aca etc agt gga gtc ate 
Gly Leu Gly He Ala He Ser Glu Glu Asp Thr Leu Ser Gly Val He 
1425 1430 1435 



4381 
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ata aag age tta aca gag cat ggg gta gca gec acg gat gga cga etc 4429 
lie Lys Ser Leu Thr Glu His Gly Val Ala Ala Thr Asp Gly Arg Leu 
1440 1445 1450 

aaa gtc gga gat cag ata ctg get gta gat gat gaa att gtt gtt ggt 4477 
Lys Val Gly Asp Gin He Leu Ala Val Asp Asp Glu He Val Val Giy 
1455 1460 1465 



tac cct att gaa aag ttt att age ctt ctg aag aca gca aag atg aca 
Tyr Pro He Glu Lys Phe He Ser Leu Leu Lys Thr Ala Lys Met Thr 
1470 1475 1480 1485 



4525 



gta aaa ctt acc ate cat get gag aat cca gat tec cag get gtt cct 
Val Lys Leu Thr He His Ala Glu Asn Pro Asp Ser Gin Ala Val Pro 
1490 1495 1500 



4573 



tea gca get ggt gca gee agt gga gaa aaa aag aac age tec cag tct 
Ser Ala Ala Gly Ala Ala Ser Gly Glu Lys Lys Asn Ser Ser Gin Ser 
1505 1510 1515 



4621 



ctg atg gtc cca cag tct ggc tec cca gaa ccg gag tec ate cga aat 
Leu Met Val Pro Gin Ser Gly Ser Pro Glu Pro Glu Ser He Arg Asn 
1520 1525 1530 



4669 



aca age aga tea tea aca 
Thr Ser Arg Ser Ser Thr 
1535 



cca gca att ttt get 
Pro Ala He Phe Ala 
1540 



tct gat cct gca acc 
Ser Asp Pro Ala Thr 
1545 



4717 
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tgc ccc att ate cct ggc tgc gaa aca acc ate gag att tec aaa ggg 
Cys Pro He He Pro Gly Cys Glu Thr Thr He Glu He Ser Lys Gly 
1550 1555 1560 1565 



cga aca ggg ctg ggc ctg age ate gtt ggg ggt tea gac acg ctg ctg 
Arg Thr Gly Leu Gly Leu Ser He Val Gly Gly Ser Asp Thr Leu Leu 
1570 1575 1580 



4813 



ggt gec ttt att ate cat gaa gtt tat gaa gaa gga gca gca tgt aaa 
Gly Ala Phe He He His Glu Val Tyr Glu Glu Gly Ala Ala Cys Lys 
1585 1590 1595 



4861 



gat gga aga etc tgg get gga gat cag ate tta gag gtg aat gga att 
Asp Gly Arg Leu Trp Ala Gly Asp Gin He Leu Glu Val Asn Gly He 
1600 1605 1610 



4909 



gac ttg agg aag gec aca cat gat gaa gca ate aat gtc ctg aga cag 
Asp Leu Arg Lys Ala Thr His Asp Glu Ala He Asn Val Leu Arg Gin 
1615 1620 1625 



4957 



acg cca cag aga gtg cgc ctg aca etc tac aga gat gag gec cca tac 
Thr Pro Gin Arg Val Arg Leu Thr Leu Tyr Arg Asp Glu Ala Pro Tyr 
1630 1635 1640 1645 



5005 



aaa gag gag gaa 
Lys Glu Glu Glu 



gtg tgt gac acc etc act att gag ctg cag 
Val Cys Asp Thr Leu Thr He Glu Leu Gin 
1650 1655 



aag aag 
Lys Lys 
1660 



5053 
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ccg gga aaa ggc eta gga tta agt att gtt ggt aaa aga aac gat act 5101 
Pro Gly Lys Gly Leu Gly Leu Ser He Yal Gly Lys Arg Asn Asp Thr 
1665 1670 1675 

gga gta ttt gtg tea gac att gtc aaa gga gga att gca gat ccc gat 5149 
Gly Val Phe Val Ser Asp He Vai Lys Gly Gly He Ala Asp Pro Asp 
1680 1685 1690 

gga aga ctg ate cag gga gac cag ata tta ttg gtg aat ggg gaa gac 5197 . 

Gly Arg Leu He Gin Gly Asp Gin He Leu Leu Val Asn Gly Glu Asp 
1695 1700 1705 

gtt cgt aat gec tec caa gaa gcg gtt gec get ttg eta aag tgt tec 5245 
Val Arg Asn Ala Ser Gin Glu Ala Val Ala Ala Leu Leu Lys Cys Ser 
1710 1715 1720 1725 

eta ggc aca gta acc ttg gaa gtt gga aga ate aaa get ggt cca ttc 5293 
Leu Gly Thr Val Thr Leu Glu Val Gly Arg He Lys Ala Gly Pro Phe 
1730 1735 1740 

cat tea gag agg agg cca tct caa acc age cag gtg agt gaa ggc age 5341 
His Ser Glu Arg Arg Pro Ser Gin Thr Ser Gin Val Ser Glu Gly Ser 
1745 1750 1755 

ctg tct tct ttc act ttt cca etc tct gga tec agt aca tct gag tea 5389 
Leu Ser Ser Phe Thr Phe Pro Leu Ser Gly Ser Ser Thr Ser Glu Ser 
1760 1765 1770 
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ctg gaa agt age tea aag aag aat gca ttg gca tct gaa ata cag gga 
Leu Glu Ser Ser Ser Lys Lys Asn Ala Leu Ala Ser Glu lie Gin Gly 
1775 1780 1785 



5437 



tta aga aca gtc gaa atg aaa aag ggc cct act gac tea ctg gga ate 5485 
Leu Arg Thr Val Glu Met Lys Lys Gly Pro Thr Asp Ser Leu Gly He 
1790 1795 1800 1805 



age ate get gga gga gta ggc age cca ctt ggt gat gtg cct ata ttt 
Ser lie Ala Gly Gly Val Gly Ser Pro Leu Gly Asp Val Pro He Phe 
1810 1815 1820 



5533 



att gca atg atg cac cca act gga gtt gca gca cag acc caa aaa etc 
He Ala Met Met His Pro Thr Gly Val Ala Ala Gin Thr Gin Lys Leu 
1825 1830 1835 



5581 



aga gtt ggg gat agg att gtc acc ate tgt ggc aca tec act gag ggc 
Arg Val Gly Asp Arg He Val Thr He Cys Gly Thr Ser Thr Glu Gly 
L840 1845 1850 



5629 



atg act cac acc caa gca gtt aac eta ctg aaa aat gca tct ggc tec 
Met Thr His Thr Gin Ala Val Asn Leu Leu Lys Asn Ala Ser Gly Ser 
1855 1860 1865 

att gaa atg cag gtg gtt get gga gga gac gtg agt gtg gtc aca ggt 
lie Glu Met Gin Val Val Ala Gly Gly Asp Val Ser Val Val Thr Gly 
1870 1875 1880 1885 
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cat cat cag gag cct gca agt tec agt ctt tct ttc act ggg ctg acg 5773 
His His Gin Glu Pro Ala Ser Ser Ser Leu Ser Phe Thr Gly Leu Thr 
1890 1895 1900 



tea acc agt ata ttt cag gat gat tta gga cct cct caa tgt aag tct 5821 
Ser Thr Ser He Phe Gin Asp Asp Leu Gly Pro Pro Gin Cys Lys Ser 
1905 1910 1915 

att aca eta gag cga gga cca gat ggc tta ggc ttc agt ata gtt gga 5869 
He Thr Leu Glu Arg Gly Pro Asp Gly Leu Gly Phe Ser lie Val Gly 
1920 1925 1930 

gga tat ggc age cct cat gga gac tta ccc att tat gtt aaa aca gtg 5917 
Gly Tyr Gly Ser Pro His Gly Asp Leu Pro He Tyr Val Lys Thr Val 
1935 1940 1945 



ttt gca aag gga gca gec tct gaa gac gga cgt ctg aaa agg ggc gat 5965 
Phe Ala Lys Gly Ala Ala Ser Glu Asp Gly Arg Leu Lys Arg Gly Asp 
1950 1955 I960 1965 



cag ate att get gtc aat ggg cag agt eta gaa gga gtc acc cat gaa 6013 
Gin lie He Ala Val Asn Gly Gin Ser Leu Glu Gly Val Thr His Glu 
1970 1975 1980 



gaa get gtt 
Glu Ala Val 



gee ate ctt aaa egg aca aaa ggc act gtc 
Ala lie Leu Lys Arg Thr Lys Gly Thr Val 
1985 1990 



act ttg atg 
Thr Leu Met 
1995 



6061 
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gtt etc tct tgaattggct gecagaattg aaccaaccca acccctagct 6110 
Val Leu Ser 
2000 

cacctcctac tgtaaagaga atgcactggt cctgacaatt tttatgctgt gttcagcegg 6170 

gtcttcaaaa ctgtaggggg gaaataacac ttaagtttct ttttctcatc tagaaatget 6230 

ttccttactg acaacctaac atcatttttc ttttcttctt gcattttgtg aacttaaaga 6290 

gaaggaatat ttgtgtaggt gaatctcgtt tttatttgtg gagatatcta atgttttgta 6350 

gtcacatggg caagaattat tacatgetaa gctggttagt ataaagaaag ataattctaa 6410 

agctaaccaa agaaaatggc ttcagtaagt taggatgaaa aatgaaaata taaaataaag 6470 

aagaaaatct cggggagttt aaaaaaaatg cctcaatttg gcaatctacc tcctctcccc 6530 

accccaaact 6540 

<210> 86 
<211> 6750 
<212> DNA 

<213> Homo sapience 

<220> 
<221> CDS 

<222> (71)... (6280) 
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<400> 86 

ttctcagtca cgcagttcca ttttaattgc tgttaatcat ttcagagaag aacactgaac 60 

tttgaaaaaa atg ttg gaa gcc att gac aaa aat egg gec ctg cat gca 109 
Met Leu Glu Ala He Asp Lys Asn Arg Ala Leu His Ala 
1 5 10 

gca gag cgc ttg caa acc aag ctg cga gaa cgt ggg gat gta gca aat 157 
Ala Glu Arg Leu Gin Thr Lys Leu Arg Glu Arg Gly Asp Val Ala Asn 
15 20 25 

gaa gac aaa ctg age ctt ctg aag tea gtc ctg cag age cct etc ttc 205 
Glu Asp Lys Leu Ser Leu Leu Lys Ser Val Leu Gin Ser Pro Leu Phe 
30 35 40 45 

agt cag att ctg age ctt cag act tct gta cag cag ctg aaa gac cag 253 
Ser Gin He Leu Ser Leu Gin Thr Ser Val Gin Gin Leu Lys Asp Gin 
50 55 60 

gta aat att gca act tea gca act tea aat att gaa tat gcc cac gtt 301 
Val Asn He Ala Thr Ser Ala Thr Ser Asn He Glu Tyr Ala His Val 
65 70 75 

cct cat etc age cca get gtg att cct act ctg caa aat gaa teg ttt 349 
Pro His Leu Ser Pro Ala Val He Pro Thr Leu Gin Asn Glu Ser Phe 
80 85 90 
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tta tta tec cca aac aat ggg aat ctg gaa gca ctt aca gga cct ggt 397 
Leu Leu Ser Pro Asn Asn Gly Asn Leu Glu Ala Leu Thr Gly Pro Gly 
95 100 105 

att cca cac att aat ggg aaa cct get tgt gat gaa ttt gat cag ctt 445 
He Pro His lie Asn Gly Lys Pro Ala Cys Asp Glu Phe Asp Gin Leu 
110 115 120 125 

ate aaa aat atg gee cag ggt cgc cat gta gaa gtt ttt gag etc etc 493 
He Lys Asn Met Ala Gin Gly Arg His Val Glu Val Phe Glu Leu Leu 
130 135 140 

aaa cct cca tct gga ggc ctt ggg ttt agt gtt gtg gga eta aga agt 541 
Lys Pro Pro Ser Gly Gly Leu Gly Phe Ser Val Val Gly Leu Arg Ser 
145 150 155 

gaa aac aga gga gag ctg gga ata ttt gtt caa gag ata caa gag ggc 589 
Glu Asn Arg Gly Glu Leu Gly lie Phe Val Gin Glu He Gin Glu Gly 
160 165 170 

agt gtg gee cat aga gat gga aga ttg aaa gaa act gat caa att ctt 637 
Ser Val Ala His Arg Asp Gly Arg Leu Lys Glu Thr Asp Gin lie Leu 
175 180 185 

get ate aat gga cag get ctt gat cag aca att aca cat cag cag get 685 
Ala He Asn Gly Gin Ala Leu Asp Gin Thr He Thr His Gin Gin Ala 
190 195 200 205 
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ate age ate ctg cag aaa gee aaa gat act gtc cag eta gtt att gee 733 

lie Ser He Leu Gin Lys Ala Lys Asp Thr Val Gin Leu Val He Ala 
210 215 220 

aga ggc tea ttg cctcag ctt gtc age ccc ata gtt tec cgt tct cca 781 

Arg Gly Ser Leu Pro Gin Leu Val Ser Pro He Val Ser Arg Ser Pro 
225 230 235 



tct gca gec age aca att tea get cac tct aat ccg gtt cac tgg caa 829 
Ser Ala Ala Ser Thr He Ser Ala His Ser Asn Pro Val His Trp Gin 
240 245 250 

cac atg gaa acg att gaa ttg gtg aat gat gga tct ggt ttg gga ttt 877 
His Met Glu Thr He Glu Leu Val Asn Asp Gly Ser Gly Leu Gly Phe 
255 260 265 

ggc ate ata gga gga aaa gca act ggt gtg ata gta aaa acc att ctg 925 
Gly He He Gly Gly Lys Ala Thr Gly Val He Val Lys Thr He Leu 
270 275 280 285 

cct gga gga gta get gat cag cat ggg cgt tta tgc agt gga gac cac 973 
Pro Gly Gly Val Ala Asp Gin His Gly Arg Leu Cys Ser Gly Asp His 
290 295 300 

att eta aag att ggt gac aca gat eta gca gga atg age agt gag caa 1021 
He Leu Lys He Gly Asp Thr Asp Leu Ala Gly Met Ser Ser Glu Gin 
305 310 315 
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gta gca caa gtc ctt agg caa tgt gga aat aga gtt aag ttg atg att 1069 

Val Ala Gin Val Leu Arg Gin Cys Gly Asn Arg Val Lys Leu Met lie 
320 325 330 

gca aga agt gcc ata gaa gaa cgt aca gca ccc act get ttg ggc ate 1117 

Ala Arg Ser Ala He Glu Glu Arg Thr Ala Pro Thr Ala Leu Gly He 
335 340 345 

acc etc tec tea tec cca act tea acg cca gag ttg egg gtt gat get 1165 

Thr Leu Ser Ser Ser Pro Thr Ser Thr Pro Glu Leu Arg Val Asp Ala 

350 355 360 365 

tct act cag aaa ggt gaa gaa agt gag aca ttt gat gta gaa etc act 1213 

Ser Thr Gin Lys Gly Glu Glu Ser Glu Thr Phe Asp Val Glu Leu Thr 
370 375 380 

aaa aat gtc caa gga tta gga att acc att get ggc tac att gga gat 1261 

Lys Asn Val Gin Gly Leu Gly He Thr lie Ala Gly Tyr He Gly Asp 
385 390 395 

aaa aaa ttg gaa cct tea gga ate ttt gta aag age att aca aaa age 1309 

Lys Lys Leu Glu Pro Ser Gly He Phe Val Lys Ser He Thr Lys Ser 
400 405 410 



agt gcc gtt gag cat gat gga aga ate caa att gga gac caa att ata 
Ser Ala Val Glu His Asp Gly Arg He Gin He Gly Asp Gin He He 
415 420 425 



1357 
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gca gta gat ggc aca aac ctt cag ggt ttt act aat cag caa gca gta 1405 
Ala Val Asp Gly Thr Asn Leu Gin Gly Phe Thr Asn Gin Gin Ala Val 
430 435 440 445 

gag gta ttg cga cat aca gga caa act gtg etc ctg aca eta atg agg 1453 
Glu Val Leu Arg His Thr Gly Gin Thr Val Leu Leu Thr Leu Met Arg 
450 455 460 

aga gga atg aag cag gaa gec gag etc atg tea agg gaa gac gtc aca 1501 
Arg Gly Met Lys Gin Glu Ala Glu Leu Met Ser Arg Glu Asp Val Thr 
465 470 475 

aaa gat gca gat ttg tct cct gtt aat gec age ata ate aaa gaa aat 1549 
Lys Asp Ala Asp Leu Ser Pro Val Asn Ala Ser lie He Lys Glu Asn 
480 485 490 

tat gaa aaa gat gaa gat ttt tta tct teg acg aga aac ace aac ata 1597 
Tyr Glu Lys Asp Glu Asp Phe Leu Ser Ser Thr Arg Asn Thr Asn He 
495 500 505 

tta cca act gaa gaa gaa ggg tat cca tta ctg tea get gag ata gaa 1645 
Leu Pro Thr Glu Glu Glu Gly Tyr Pro Leu Leu Ser Ala Glu He Glu 
510 515 520 525 

gaa ata gaa gat gca caa aaa caa gaa get get ctg ctg aca aaa tgg 1693 
Glu He Glu Asp Ala Gin Lys Gin Glu Ala Ala Leu Leu Thr Lys Trp 
530 535 540 
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caa agg att atg gga att aac tat gaa ata gtg gtg gcc cat gtg age 1741 
Gin Arg He Met Gly He Asn Tyr Glu lie Val Val Ala His Val Ser 
545 550 555 

aag ttt agt gag aac agt gga ttg ggg ata age ctg gaa gcg aca gtg 1789 
Lys Phe Ser Glu Asn Ser Gly Leu Gly He Ser Leu Glu Ala Thr Val 
560 565 570 

gga cat cat ttt ate cga tct gtt eta cca gag ggt cct gtt gga cac 1837 
Gly His His Phe He Arg Ser Val Leu Pro Glu Gly Pro Val Gly His 
575 580. 585 

age ggg aag etc ttc agt gga gac gag eta ttg gaa gta aat ggc ata 1885 
Ser Gly Lys Leu Phe Ser Gly Asp Glu Leu Leu Glu Val Asn Gly He 
590 595 . 600 605 

act tta ctt ggg gaa aat cac caa gat gtg gtg aat ate tta aaa gaa 1933 
Thr Leu Leu Gly Glu Asn His Gin Asp Val Val Asn lie Leu Lys Glu 
610 615 620 

ctg cct ata gaa gtg aca atg gtg tgc tgt cgt cga act gtg cca ccc 1981 
Leu Pro He Glu Val Thr Met Val Cys Cys Arg Arg Thr Val Pro Pro 
625 630 635 



acc ace caa tea gaa ttg gat age ctg gac tta tgt gat att gag eta 
Thr Thr Gin Ser Glu Leu Asp Ser Leu Asp Leu Cys Asp He Glu Leu 
640 645 650 
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aca gaa aag cct cac gta gat eta ggt gag ttc ate ggg tea tea gag 2077 

Thr Glu Lys Pro His Val Asp Leu Gly Glu Phe He Gly Ser Ser Glu 
655 660 665 

cca gag gat cca gtg ctg gcg atg act gat gcg ggt cag agt aca gaa 2125 

Pro Glu Asp Pro Val Leu Ala Met Thr Asp Ala Gly Gin Ser Thr Glu 
670 675 680 685 

gag gtt caa gca cct ttg gee atg tgg gag get ggc att cag cac ata 2173 

Glu Yal Gin Ala Pro Leu Ala Met Trp Glu Ala Gly lie Gin His He 

690 695 700 



atg ctg gag aaa ggg age aaa gga ctt ggt ttt age att tta gat tat 2221 

Met Leu Glu Lys Gly Ser Lys Gly Leu Gly Phe Ser He Leu Asp Tyr 
705 710 715 

cag gat cca att gat cca gca age act gtg att ata att cgt tct ttg 2269 

Gin Asp Pro He Asp Pro Ala Ser Thr Val He He He Arg Ser Leu 
720 725 730 

gtg cct ggc ggc att get gaa aag gat gga cga ctt ctt cct ggt gac 2317 

Val Pro Gly Gly lie Ala Glu Lys Asp Gly Arg Leu Leu Pro Gly Asp 
735 740 745 



cga etc atg ttt gta aac gat. gtt aac ttg gaa aac age agt ctt gag 
Arg Leu Met Phe Val Asn Asp Val Asn Leu Glu Asn Ser Ser Leu Glu 
750 755 760 765 
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gaa get gta gaa gca ctg aag gga gca ccg tea ggg act gtg aga ata 
Glu Ala Val Glu Ala Leu Lys Gly Ala Pro Ser Gly Thr Val Arg He 
770 775 780 



2413 



gga gtt get aag cct tta ccc ctt tea cca gaa gaa ggt tat gtt tct 
Gly Val Ala Lys Pro Leu Pro Leu Ser Pro Glu Glu Gly Tyr Val Ser 
785 790 795 



2461 



get aag gag gat tec ttt etc tac cca cca cac tec tgt gag gaa gca 
Ala Lys Glu Asp Ser Phe Leu Tyr Pro Pro His Ser Cys Glu Glu Ala 
800 805 810 



2509 



ggg ctg get gac aaa ccc etc ttc agg get gac ttg get ctg gtg ggc 
Gly Leu Ala Asp Lys Pro Leu Phe Arg Ala Asp Leu Ala Leu Val Gly 
815 820 825 



2557 



aca aat gat get gac tta gta gat gaa tec aca ttt gag tct cca tac 
Thr Asn Asp Ala Asp Leu Val Asp Glu Ser Thr Phe Glu Ser Pro Tyr 
830 835 840 845 



2605 



tct cct gaa aat gac age ate tac tct act caa gee tct att tta tct 
Ser Pro Glu Asn Asp Ser He Tyr Ser Thr Gin Ala Ser He Leu Ser 
850 855 860 



2653 



ctt cat ggc agt tct tgt ggt gat ggc ctg aac tat ggt tct tec ctt 
Leu His Gly Ser Ser Cys Gly Asp Gly Leu Asn Tyr Gly Ser Ser Leu 
865 870 875 
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cca tea tct cct cct aag gat gtt att gaa aat tct tgt gat cca gta 2749 

Pro Ser Ser Pro Pro Lys Asp Val lie Glu Asn Ser Cys Asp Pro Val 

880 885 890 

ctt gat ctg cat atg tct ctg gag gaa eta tat ace cag aat etc ctg 2797 

Leu Asp Leu His Met Ser Leu Glu Glu Leu Tyr Thr Gin Asn Leu Leu 

895 900 905 



gaa aga cag gat gag aat aca cct teg gtg gac ata agt atg ggg cct 2845 
Glu Arg Gin Asp Glu Asn Thr Pro Ser Val Asp He Ser Met Gly Pro 
910 915 920 925 



get tct ggc ttt act ata aat gac tac aca cct gca aat get att gaa 
Ala Ser Gly Phe Thr He Asn Asp Tyr Thr Pro Ala Asn Ala He Glu 
930 935 940 



2893 



caa caa tat gaa tgt gaa aac aca ata gtg tgg act gaa tct cat tta 
Gin Gin Tyr Glu Cys Glu Asn Thr He Val Trp Thr Glu Ser His Leu 
945 950 955 



2941 



cca agt gaa gtt ata tea agt gca gaa ctt cct tct gtg eta ccc gat 
Pro Ser Glu Val He Ser Ser Ala Glu Leu Pro Ser Val Leu Pro Asp 
960 965 970 



2989 



tea get gga aag ggc tct gag tac ctg ctt gaa cag age tec ctg gee 
Ser Ala Gly Lys Gly Ser Glu Tyr Leu Leu Glu Gin Ser Ser Leu Ala 
975 980 985 
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tgt aat get gag tgt gtc atg ctt caa aat gta tct aaa gaa tct ttt 
Cys Asn Ala Glu Cys Val Met Leu Gin Asn Val Ser Lys Glu Ser Phe 
990 995 1000 1005 



3085 



gaa agg act att aat ata gca aaa ggc aat tct age eta gga atg aca 
Glu Arg Thr lie Asn He Ala Lys Gly Asn Ser Ser Leu Gly Met Thr 
1010 1015 1020 



3133 



gtt agt get aat aaa gat ggc ttg ggg atg ate gtt cga age att att 
Val Ser Ala Asn Lys Asp Gly Leu Gly Met He Val Arg Ser He He 
1025 1030 1035 



3181 



cat gga ggt gec att agt cga gat ggc egg att gee att ggg gac tgc 
His Gly Gly Ala He Ser Arg Asp Gly Arg He Ala He Gly Asp Cys 
1040 1045 1050 



3229 



ate ttg tec att aat gaa gag tct acc ate agt gta acc aat gec cag 
He Leu Ser He Asn Glu Glu Ser Thr He Ser Val Thr Asn Ala Gin 
1055 1060 1065 



3277 



gca cga get atg ttg aga aga cat tct etc att ggc cct gac ata aaa 
Ala Arg Ala Met Leu Arg Arg His Ser Leu He Gly Pro Asp He Lys 
1070 1075 1080 1085 



3325 



att act tat gtg cct gca gaa cat ttg gaa gag ttc aaa ata age ttg 
He Thr Tyr Val Pro Ala Glu His Leu Glu Glu Phe Lys He Ser Leu 
1090 1095 1100 
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gga caa caa tct gga aga gta atg gca ctg gat att ttt tct tea tac 3421 
Gly Gin Gin Ser Gly Arg Val Met Ala Leu Asp He Phe Ser Ser Tyr 
1105 1110 1115 

act ggc aga gac att cca gaa tta cca gag cga gaa gag gga gag ggt 3469 
Thr Gly Arg Asp He Pro Glu Leu Pro Glu Arg Glu Glu Gly Glu Gly 
1120 1125 1130 

gaa gaa age gaa ctt caa aac aca gca tat age aat tgg aat cag ccc 3517 
Glu Glu Ser Glu Leu Gin Asn Thr Ala Tyr Ser Asn Trp Asn Gin Pro 
1135 1140 1145 

agg egg gtg gaa ctt tgg aga gaa cca age aaa tec tta ggc ate age 3565 
Arg Arg Val Glu Leu Trp Arg Glu Pro Ser Lys Ser Leu Gly He Ser 
1150 1155 1160 1165 

att gtt ggt gga cga ggg atg ggg agt egg eta age aat gga gaa gtg 3613 
He Val Gly Gly Arg Gly Met Gly Ser Arg Leu Ser Asn Gly Glu Val 
1170 1175 1180 

atg agg ggc att ttc ate aaa cat gtt ctg gaa gat agg cca get ggc 3661 
Met Arg Gly He Phe He Lys His Val Leu Glu Asp Arg Pro Ala Gly 
1185 1190 1195 



aaa aat gga ace ttg aag cct 
Lys Asn Gly Thr Leu Lys Pro 
1200 



gga gat aga ate gta 
Gly Asp Arg He Val 
1205 



gag gtg gat gga 
Glu Val Asp Gly 
1210 
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atg gac etc aga gat gca age cat gaa caa get gtg gaa gee att egg 3757 

Met Asp Leu Arg Asp Ala Ser His Glu Gin Ala Val Glu Ala He Arg 

1215 1220 1225 

aaa gca ggc aac cct gta gtc ttt atg gta cag age att ata aac aga 3805 
Lys Ala Gly Asn Pro Val Val Phe Met Val Gin Ser lie He Asn Arg 
1230 1235 1240 1245 

cca agg aaa tec cct ttg cct tec ttg ctg cac aac ctt tac cct aag 3853 
Pro Arg Lys Ser Pro Leu Pro Ser Leu Leu His Asn Leu Tyr Pro Lys 
1250 1255 1260 

tac aac ttc age age act aac cca ttt get gac tct eta caa ate aac 3901 
Tyr Asn Phe Ser Ser Thr Asn Pro Phe Ala Asp Ser Leu Gin He Asn 
1265 1270 1275 

gec gac aag gca ccc 
Ala Asp Lys Ala Pro 
1280 

ttg tgc agt gtg ccc cca ccc cct cct tea gee ttt gec gaa atg ggt 3997 
Leu Cys Ser Val Pro Pro Pro Pro Pro Ser Ala Phe Ala Glu Met Gly 
1295 1300 1305 



agt cag tea gag tea gag cca gag aag get cca 3949 
Ser Gin Ser Glu Ser Glu Pro Glu Lys Ala Pro 
1285 1290 



agt gat cac aca cag 
Ser Asp His Thr Gin 
1310 



tea tct gca age aaa 
Ser Ser Ala Ser Lys 
1315 



ate tea caa gat gtg gac 
He Ser Gin Asp Val Asp 
1320 1325 
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aaa gag gat gag ttt ggt tac age tgg aaa aat ate aga gag cgt tat 4093 
Lys Glu Asp Glu Phe Gly Tyr Ser Trp Lys Asn He Arg Glu Arg Tyr 
1330 1335 1340 

gga ace eta aca ggc gag ctg cat atg att gaa ctg gag aaa ggt cat 4141 
Gly Thr Leu Thr Gly Glu Leu His Met He Glu Leu Glu Lys Gly His 
1345 1350 1355 

agt ggt ttg ggc eta agt ctt get ggg aac aaa gac cga tec agg atg 4189 
Ser Gly Leu Gly Leu Ser Leu Ala Gly Asn Lys Asp Arg Ser Arg Met 
1360 1365 1370 

agt gtc ttc ata gtg ggg att gat cca aat gga get gca gga aaa gat 4237 
Ser Val Phe He Val Gly He Asp Pro Asn Gly Ala Ala Gly Lys Asp 
1375 1380 1385 

ggt cga ttg caa att gca gat gag ctt eta gag ate aat ggt cag att 4285 
Gly Arg Leu Gin He Ala Asp Glu Leu Leu Glu He Asn Gly Gin He 
1390 1395 1400 1405 



tta tat gga aga agt cat cag aat gec tea tea ate att aaa tgt gee 4333 
Leu Tyr Gly Arg Ser His Gin Asn Ala Ser Ser He He Lys Cys Ala 
1410 1415 1420 

cct tct aaa gtg aaa ata att ttt ate aga aat aaa gat gca gtg aat 4381 
Pro Ser Lys Val Lys He He Phe He Arg Asn Lys Asp Ala Val Asn 
1425 1430 1435 
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cag atg gcc gta tgt cct gga aat gca gta gaa cct ttg cct tct aac 4429 
Gin Met Ala Val Cys Pro Gly Asn Ala Val Glu Pro Leu Pro Ser Asn 
1440 1445 1450 

tea gaa aat ctt caa aat aag gag aca gag cca act gtt act act tct 4477 
Ser Glu Asn Leu Gin Asn Lys Glu Thr Glu Pro Thr Val Thr Thr Ser 
1455 1460 1465 

gat gca get gtg gac etc agt tea ttt aaa aat gtg caa cat ctg gag 4525 
Asp Ala Ala Val Asp Leu Ser Ser Phe Lys Asn Val Gin His Leu Glu 
1470 1475 1480 1485 

ctt ccc aag gat cag ggg ggt ttg ggt att get ate age gaa gaa gat 4573 
Leu Pro Lys Asp Gin Gly Gly Leu Gly He Ala He Ser Glu Glu Asp 
1490 1495 1500 

aca etc agt gga gtc ate ata aag age tta aca gag cat ggg gta gca 4621 
Thr Leu Ser Gly Val He He Lys Ser Leu Thr Glu His Gly Val Ala 
1505 1510 1515 

gcc acg gat gga cga etc aaa gtc gga gat cag ata ctg get gta gat 4669 
Ala Thr Asp Gly Arg Leu Lys Val Gly Asp Gin He Leu Ala Val Asp 
1520 1525 1530 



gat gaa att gtt gtt ggt tac cct att gaa aag ttt att age ctt ctg 
Asp Glu He Val Val Gly Tyr Pro He Glu Lys Phe lie Ser Leu Leu 
1535 1540 1545 
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aag aca gca aag atg aca gta aaa cttacc ate cat get gag aat cca 4765 

Lys Thr Ala Lys Met Thr Val Lys Leu Thr He His Ala Glu Asn Pro 
1550 1555 1560 1565 

gat tec cag get gtt cct tea gca get ggt gca gee agt gga gaa aaa 4813 
Asp Ser Gin Ala Val Pro Ser Ala Ala Gly Ala Ala Ser Gly Glu Lys 
1570 1575 1580 

aag aac age tec cag tct ctg atg gtc cca cag tct ggc tec cca gaa 4861 
Lys Asn Ser Ser Gin Ser Leu Met Val Pro Gin Ser Gly Ser Pro Glu 
1585 1590 1595 

ccg gag tec ate cga aat aca age aga tea tea aca cca gca 
Pro Glu Ser He Arg Asn Thr Ser Arg Ser Ser Thr Pro Ala 
1600 1605 1610 

get tct gat cct gca acc tgc ccc att ate cct ggc tgc gaa aca ace 4957 
Ala Ser Asp Pro Ala Thr Cys Pro He He Pro Gly Cys Glu Thr Thr 
1615 1620 1625 

ate gag att tec aaa ggg cga aca ggg ctg ggc ctg age ate gtt ggg 5005 
He Glu He Ser Lys Gly Arg Thr Gly Leu Gly Leu Ser He Val Gly 
1630 1635 1640 1645 

ggt tea gac acg ctg ctg ggt gec ttt 
Gly Ser Asp Thr Leu Leu Gly Ala Phe 
1650 



att ttt 4909 
He Phe 



att ate cat gaa gtt tat gaa 5053 
He He His Glu Val Tyr Glu 
1655 1660 
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gaa gga gca gca tgt aaa gat gga aga etc tgg get gga gat cag ate 
Glu Gly Ala Ala Cys Lys Asp Gly Arg Leu Trp Ala Gly Asp Gin He 
1665 1670 1675 



5101 



tta gag gtg aat gga att gac ttg agg aag gee aca cat gat gaa gca 
Leu Glu Val Asn Gly lie Asp Leu Arg Lys Ala Thr His Asp Glu Ala 
1680 1685 1690 



5149 



ate aat gtc ctg aga cag acg cca cag aga gtg cgc ctg aca etc tac 
He Asn Val Leu Arg Gin Thr Pro Gin Arg Val Arg Leu Thr Leu Tyr 
1695 1700 1705 



5197 



aga gat gag gee cca tac aaa gag gag gaa gtg tgt gac acc etc act 
Arg Asp Glu Ala Pro Tyr Lys Glu Glu Glu Val Cys Asp Thr Leu Thr 
1710 1715. 1720 1725 



5245 



att gag ctg cag aag aag ccg gga aaa ggc eta gga tta agt att gtt 
He Glu Leu Gin Lys Lys Pro Gly Lys Gly Leu Gly Leu Ser He Val 
1730 1735 1740 



5293 



ggt aaa aga aac gat act gga gta ttt gtg tea gac att gtc aaa gga 
Gly Lys Arg Asn Asp Thr Gly Val Phe Val Ser Asp He Val Lys Gly 
1745 1750 1755 



5341 



gga att gca gat ccc gat gga aga ctg ate cag gga gac cag ata tta 
Gly lie Ala Asp Pro Asp Gly Arg Leu He Gin Gly Asp Gin He Leu 
1760 1765 1770 
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ttg gtg aat ggg gaa gac gtt cgt aat gcc tec caa gaa gcg gtt gec 5437 
Leu Val Asn Gly Glu Asp Val Arg Asn Ala Ser Gin Glu Ala Val Ala 
1775 1780 1785 

get ttg eta aag tgt tec eta ggc aca gta ace ttg gaa gtt gga aga 5485 
Ala Leu Leu Lys Cys Ser Leu Gly Thr Val Thr Leu Glu Val Gly Arg 
1790 1 795 1 800 1805 

ate aaa get ggt cca ttc cat tea gag agg agg cca tct caa ace age 5533 
He Lys Ala Gly Pro Phe His Ser Glu Arg Arg Pro Ser Gin Thr Ser 
1810 1815 1820 

cag gtg agt gaa ggc age ctg tct tct ttc act ttt cca etc tct gga 5581 
Gin Val Ser Glu Gly Ser Leu Ser Ser Phe Thr Phe Pro Leu Ser Gly 
1825 1830 1835 

tec agt aca tct gag tea ctg gaa agt age tea aag aag aat gca ttg 5629 
Ser Ser Thr Ser Glu Ser Leu Glu Ser Ser Ser Lys Lys Asn Ala Leu 
1840 1845 1850 

gca tct gaa ata cag gga tta aga aca gtc gaa atg aaa aag ggc cct 5677 
Ala Ser Glu He Gin Gly Leu Arg Thr Val Glu Met Lys Lys Gly Pro 
1855 1860 1865 

act gac tea ctg gga ate age ate get gga gga gta ggc age cca ctt 5725 
Thr Asp Ser Leu Gly He Ser He Ala Gly Gly Val Gly Ser Pro Leu 
1870 1875 1880 1885 
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ggt gat gtg cct ata ttt att gca atg atg cac cca act gga gtt gca 5773 
Gly Asp Val Pro He Phe He Ala Met Met His Pro Thr Gly Val Ala 
1890 1895 1900 



gca cag acc caa aaa etc aga gtt ggg gat agg att gtc acc ate tgt 5821 
Ala Gin Thr Gin Lys Leu Arg Val Gly Asp Arg He Val Thr He Cys 
1905 1910 1915 

ggc aca tec act gag ggc atg act cac acc caa gca gtt aac eta ctg 5869 
Gly Thr Ser Thr Glu Gly Met Thr His Thr Gin Ala Val Asn Leu Leu 
1920 1925 1930 

aaa aat gca tct ggc tec att gaa atg cag gtg gtt get gga gga gac 5917 
Lys Asn Ala Ser Gly Ser He Glu Met Gin Val Val Ala Gly Gly Asp 
1935 1940 1945 

gtg agt gtg gtc aca ggt cat cat cag gag cct gca agt tec agt ctt 5965 
Val Ser Val Val Thr Gly His His Gin Glu Pro Ala Ser Ser Ser Leu 
1950 1955 1960 1965 



tct ttc act ggg ctg acg tea acc agt ata ttt cag gat gat tta gga 6013 
Ser Phe Thr Gly Leu Thr Ser Thr Ser He Phe Gin Asp Asp Leu Gly 
1970 1975 1980 



cct cct caa 
Pro Pro Gin 



tgt aag tct att aca 
Cys Lys Ser He Thr 
1985 



eta gag cga gga cca gat ggc tta 
Leu Glu Arg Gly Pro Asp Gly Leu 
1990 1995 
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ggc ttc agt ata gtt gga gga tat ggc age cct cat gga gac tta ccc 6109 
Gly Phe Ser He Val Gly Gly Tyr Gly Ser Pro His Gly Asp Leu Pro 
2000 2005 2010 

att tat gtt aaa aca gtg ttt gca aag gga gca gec tct gaa gac gga 6157 
He Tyr Val Lys Thr Val Phe Ala Lys Gly Ala Ala Ser Glu Asp Gly 
2015 2020 2025 

cgt ctg aaa agg ggc gat cag ate att get gtc aat ggg cag agt eta 6205 
Arg Leu Lys Arg Gly Asp Gin lie He Ala Val Asn Gly Gin Ser Leu 
2030 2035 2040 2045 

gaa gga gtc ace cat gaa gaa get gtt gec ate ctt aaa egg aca aaa 6253 
Glu Gly Val Thr His Glu Glu Ala Val Ala He Leu Lys Arg Thr Lys 
2050 2055 2060 

ggc act gtc act ttg atg gtt etc tct tgaattggct gecagaattg 6300 
Gly Thr Val Thr Leu Met Val Leu Ser 
2065 2070 

aaccaaccca acccctagct cacctcctac tgtaaagaga atgcactggt cctgacaatt 6360 

tttatgctgt gttcagcegg gtcttcaaaa ctgtaggggg gaaataacac ttaagtttct 6420 

ttttctcatc tagaaatget ttccttactg acaacctaac atcatttttc ttttcttctt 6480 

gcattttgtg aacttaaaga gaaggaatat ttgtgtaggt gaatctcgtt tttatttgtg 6540 
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gagatatcta atgttttgta gtcacatggg caagaattat tacatgctaa gctggttagt 6600 



ataaagaaag ataattctaa agctaaccaa agaaaatggc ttcagtaagt taggatgaaa 6660 



aatgaaaata taaaataaag aagaaaatct cggggagttt aaaaaaaatg cctcaatttg 6720 



<210> 87 
<2ll> 6666 
<212> DNA 

<213> Homo sapience 

<220> 
<221> CDS 

<222> (71)... (3787) 
<400> 87 

ttctcagtca cgcagttcca ttttaattgc tgttaatcat ttcagagaag aacactgaac . 60 
tttgaaaaaa atg ttg gaa gcc att gac aaa aat egg gec ctg cat gca 109 



gcaatctacc tcctctcccc accccaaact 



6750 



Met Leu Glu Ala He Asp Lys Asn Arg Ala Leu His Ala 



1 



5 



10 



gca gag cgc ttg caa acc aag ctg cga gaa cgt ggg gat gta gca aat 



157 



Ala Glu Arg Leu Gin Thr Lys Leu Arg Glu Arg Gly Asp Val Ala Asn 



15 



20 



25 
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gaa gac aaa ctg age ctt ctg aag tea gtc ctg cag age cct etc ttc 205 

Glu Asp Lys Leu Ser Leu Leu Lys Ser Val Leu Gin Ser Pro Leu Phe 
30 35 40 45 

agt cag att ctg age ctt cag act tct gta cag cag ctg aaa gac cag 253 
Ser Gin He Leu Ser Leu Gin Thr Ser Val Gin Gin Leu Lys Asp Gin 
50 55 60 

gta aat att gca act tea gca act tea aat att gaa tat gee cac gtt 301 
Val Asn He Ala Thr Ser Ala Thr Ser Asn He Glu Tyr Ala His Val 
65 70 75 

cct cat etc age cca get gtg att cct act ctg caa aat gaa teg ttt 349 
Pro His Leu Ser Pro Ala Val He Pro Thr Leu Gin Asn Glu Ser Phe 
80 85 90 

tta tta tec cca aac aat ggg aat ctg gaa gca ctt aca gga cct ggt 397 
Leu Leu Ser Pro Asn Asn Gly Asn Leu Glu Ala Leu Thr Gly Pro Gly 
95 100 105 

att cca cac att aat ggg aaa cct get tgt gat gaa ttt gat cag ctt 445 
lie Pro His He Asn Gly Lys Pro Ala Cys Asp Glu Phe Asp Gin Leu 
HO 115 120 125 

ate aaa aat atg gee cag ggt cgc cat gta gaa gtt ttt gag etc etc 493 
lie Lys Asn Met Ala Gin Gly Arg His Val Glu Val Phe Glu Leu Leu 
130 135 140 
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aaa cct cca tct gga ggc ctt ggg ttt agt gtt gtg gga eta aga agt 
Lys Pro Pro Ser Gly Gly Leu Gly Phe Ser Val Val Gly Leu Arg Ser 
145 150 155 



541 



gaa aac aga gga gag ctg gga ata ttt gtt caa gag ata caa gag ggc 
Glu Asn Arg Gly Glu Leu Gly He Phe Val Gin Glu He Gin Glu Gly 
160 165 170 



589 



agt gtg gec cat aga gat gga aga ttg aaa gaa act gat caa att ctt 637 
Ser Val Ala His Arg Asp Gly Arg Leu Lys Glu Thr Asp Gin He Leu 
175 180 185 

get ate aat gga cag get ctt gat cag aca att aca cat cag cag get 685 
Ala lie Asn Gly Gin Ala Leu Asp Gin Thr He Thr His Gin Gin Ala 
190 195 . 200 205 

ate age ate ctg cag aaa gec aaa gat act gtc cag eta gtt att gee 733 
He Ser He Leu Gin Lys Ala Lys Asp Thr Val Gin Leu Val He Ala 
210 215 220 

aga ggc tea ttg cct cag ctt gtc age ccc ata gtt tec cgt tct cca 781 
Arg Gly Ser Leu Pro Gin Leu Val Ser Pro lie Val Ser Arg Ser Pro 
225 230 235 

tct gca gec age aca att tea get cac tct aat ccg gtt cac tgg caa 829 
Ser Ala Ala Ser Thr He Ser Ala His Ser Asn Pro Val His Trp Gin 
240 245 250 
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cac atg gaa acg att gaa ttg gtg aat gat gga tct ggt ttg gga ttt 877 
His Met Glu Thr He Glu Leu Val Asn Asp Gly Ser Gly Leu Gly Phe 
255 260 265 

ggc ate ata gga gga aaa gca act ggt gtg ata gta aaa acc att ctg 925 
Gly lie He Gly Gly Lys Ala Thr Gly Val He Val Lys Thr He Leu 
270 275 280 285 

gga gta get gat cag cat ggg cgt tta tgc agt gga gac cac 973 
Gly Val Ala Asp Gin His Gly Arg Leu Cys Ser Gly Asp His 
290 295 300 



cct gga 
Pro Gly 



att eta aag att ggt gac aca gat eta gca gga atg age agt gag caa 1021 
He Leu Lys He Gly Asp Thr Asp Leu Ala Gly Met Ser Ser Glu Gin 
305 310 315 



gta gca caa gtc ctt agg caa tgt gga aat aga gtt aag ttg atg att 1069 
Val Ala Gin Val Leu Arg Gin Cys Gly Asn Arg Val Lys Leu Met He 
320 325 330 

gca aga agt gec ata gaa gaa cgt aca gca ccc act get ttg ggc ate 1117 
Ala Arg Ser Ala He Glu Glu Arg Thr Ala Pro Thr Ala Leu Gly He 
335 340 345 

acc etc tec tea tec cca act tea acg cca gag ttg egg gtt gat get 1165 
Thr Leu Ser Ser Ser Pro Thr Ser Thr Pro Glu Leu Arg Val Asp Ala 
350 355 360 365 
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tct act cag aaa ggt gaa gaa agt gag aca ttt gat gta gaa etc act 1213 
Ser Thr Gin Lys Gly Glu Glu Ser Glu Thr Phe Asp Val Glu Leu Thr 
370 375 380 



aaa aat gtc caa gga tta gga att acc att get ggc tac att gga gat 1261 
Lys Asn Val Gin Gly Leu Gly He Thr He Ala Gly Tyr He Gly Asp 
385 390 395 

aaa aaa ttg gaa cct tea gga ate ttt gta aag age att aca aaa age 1309 
Lys Lys Leu Glu Pro Ser Gly He Phe Val Lys Ser He Thr Lys Ser 
400 405 410 

agt gee gtt gag cat gat gga aga ate caa att gga gac caa att ata 1357 
Ser Ala Val Glu His Asp Gly Arg He Gin He Gly Asp Gin He He 
415 420 425 

gca gta gat ggc aca aac ctt cag ggt ttt act aat cag caa gca gta 1405 
Ala Val Asp Gly Thr Asn Leu Gin Gly Phe Thr Asn Gin Gin Ala Val 
430 435 440 445 

gag gta ttg cga cat aca gga caa act gtg etc ctg aca eta atg agg 1453 
Glu Val Leu Arg His Thr Gly Gin Thr Val Leu Leu Thr Leu Met Arg 
450 455 460 



aga gga atg aag cag gaa gee gag etc atg tea agg gaa gac gtc aca 
Arg Gly Met Lys Gin Glu Ala Glu Leu Met Ser Arg Glu Asp Val Thr 
465 470 475 



1501 



WO 99/07846 



PCT/JP98/03603 



150 /160 

aaa gat gca gat ttg tct cct gtt aat gcc age ata ate aaa gaa aat 1549 
Lys Asp Ala Asp Leu Ser Pro Val Asn Ala Ser He He Lys Glu Asn 
480 485 490 

tat gaa aaa gat gaa gat ttt tta tct teg acg aga aac ace aac ata 1597 
Tyr Glu Lys Asp Glu Asp Phe Leu Ser Ser Thr Arg Asn Thr Asn He 
495 500 505 

tta cca act gaa gaa gaa ggg tat cca tta ctg tea get gag ata gaa 1645 
Leu Pro Thr Glu Glu Glu Gly Tyr Pro Leu Leu Ser Ala Glu He Glu 
510 515 520 525 

gaa ata gaa gat gca caa aaa caa gaa get get ctg ctg aca aaa tgg 1693 
Glu He Glu Asp Ala Gin Lys Gin Glu Ala Ala Leu Leu Thr Lys Trp 
530 535 540 

caa agg att atg gga att aac tat gaa ata gtg gtg gcc cat gtg age 1741 
Gin Arg He Met Gly He Asn Tyr Glu lie Val Val Ala His Val Ser 
545 550 555 

aag ttt agt gag aac agt gga ttg ggg ata age ctg gaa gcg aca gtg 1789 
Lys Phe Ser Glu Asn Ser Gly Leu Gly lie Ser Leu Glu Ala Thr Val 
560 565 570 



gga cat cat ttt ate cga tct gtt eta cca gag ggt cct gtt gga cac 
Gly His His Phe He Arg Ser Val Leu Pro Glu Gly Pro Val Gly His 
575 580 585 
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age ggg aag etc ttc agt gga gac gag eta ttg gaa gta aat ggc ata 1885 

Ser Gly Lys Leu Phe Ser Gly Asp Glu Leu Leu Glu Val Asn Gly lie 
590 595 600 605 

act tta ctt ggg gaa aat cac caa gat gtg gtg aat ate tta aaa gaa 1933 

Thr Leu Leu Gly Glu Asn His Gin Asp Val Val Asn He Leu Lys Glu 
610 615 620 

ctg cct ata gaa gtg aca atg gtg tgc tgt cgt cga act gtg cca ccc 1981 

Leu Pro He Glu Val Thr Met Val Cys Cys Arg Arg Thr Val Pro Pro 

625 630 635 

acc ace caa tea gaa ttg gat age ctg gac tta tgt gat att gag eta 2029 

Thr Thr Gin Ser Glu Leu Asp Ser Leu Asp Leu Cys Asp He Glu Leu 
640 645 650 

aca gaa aag cct cac gta gat eta ggt gag ttc ate ggg tea tea gag 2077 

Thr Glu Lys Pro His Val Asp Leu Gly Glu Phe He Gly Ser Ser Glu 
655 660 665 

cca gag gat cca gtg ctg gcg atg act gat gcg ggt cag agt aca gaa 2125 

Pro Glu Asp Pro Val Leu Ala Met Thr Asp Ala Gly Gin Ser Thr Glu 
670 675 680 685 

gag gtt caa gca cct ttg gee atg tgg gag get ggc att cag cac ata 2173 

Glu Val Gin Ala Pro Leu Ala Met Trp Glu Ala Gly He Gin His He 
690 695 700 
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atg ctg gag aaa ggg age aaa gga ctt ggt ttt age att tta gat tat 2221 

Met Leu Giu Lys Gly Ser Lys Gly Leu Gly Phe Ser He Leu Asp Tyr 
705 710 715 

cag gat cca att gat cca gca age act gtg att ata att cgt tct ttg 2269 
Gin Asp Pro lie Asp Pro Ala Ser Thr Val He He lie Arg Ser Leu 
720 725 730 

gtg cct ggc ggc att get gaa aag gat gga cga ctt ctt cct ggt gac 2317 
Val Pro Gly Gly He Ala Glu Lys Asp Gly Arg Leu Leu Pro Gly Asp 
735 740 745 

cga etc atg ttt gta aac gat gtt aac ttg gaa aac age agt ctt gag 2365 
Arg Leu Met Phe Val Asn Asp Val Asn Leu Glu Asn Ser Ser Leu Glu 
750 755 760 765 

gaa get gta gaa gca ctg aag gga gca ccg tea ggg act gtg aga ata 2413 
Glu Ala Val Glu Ala Leu Lys Gly Ala Pro Ser Gly Thr Val Arg He 
770 775 780 

gga gtt get aag cct tta ccc ctt tea cca gaa gaa ggt tat gtt tct 2461 
Gly Val Ala Lys Pro Leu Pro Leu Ser Pro Glu Glu Gly Tyr Val Ser 
785 790 795 

get aag gag gat tec ttt etc tac cca cca cac tec tgt gag gaa gca 2509 
Ala Lys Glu Asp Ser Phe Leu Tyr Pro Pro His Ser Cys Glu Glu Ala 
800 805 810 
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ggg ctg get gac aaa ccc etc ttc agg get gac ttg get ctg gtg ggc 2557 

Gly Leu Ala Asp Lys Pro Leu Phe Arg Ala Asp Leu Ala Leu Val Gly 
815 820 825 

aca aat gat get gac tta gta gat gaa tec aca ttt gag tct cca tac 2605 

Thr Asn Asp Ala Asp Leu Val Asp Glu Ser Thr Phe Glu Ser Pro Tyr 

830 835 840 845 

tct cct gaa aat gac age ate tac tct act caa gee tct att tta tct 2653 

Ser Pro Glu Asn Asp Ser He Tyr Ser Thr Gin Ala Ser He Leu Ser 
850 855 860 

ctt cat ggc agt tct tgt ggt gat ggc ctg aac tat ggt tct tec .ctt 2701 

Leu His Gly Ser Ser Cys Gly Asp Gly Leu Asn Tyr Gly Ser Ser Leu 
865 870 875 

cca tea tct cct cct aag gat gtt att gaa aat tct tgt gat cca gta 2749 

Pro Ser Ser Pro Pro Lys Asp Val lie Glu Asn Ser Cys Asp Pro Val 
880 885 890 

ctt gat ctg cat atg tct ctg gag gaa eta. tat acc cag aat etc ctg 2797 

Leu Asp Leu His Met Ser Leu Glu Glu Leu Tyr Thr Gin Asn Leu Leu 
895 900 905 



gaa aga cag gat gag aat aca cct teg gtg gac ata agt atg ggg cct 
Glu Arg Gin Asp Glu Asn Thr Pro Ser Val Asp lie Ser Met Gly Pro 
910 915 920 925 
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get tct ggc ttt act ata aat gac tac aca cct gca aat get att gaa 
Ala Ser Gly Phe Thr He Asn Asp Tyr Thr Pro Ala Asn Ala He Glu 
930 935 940 



2893 



caa caa tat gaa tgt gaa aac aca ata gtg tgg act gaa tct cat tta 
Gin Gin Tyr Glu Cys Glu Asn Thr He Val Trp Thr Glu Ser His Leu 
945 950 955 



2941 



cca agt gaa gtt ata tea agt gca gaa ctt cct tct gtg eta ccc gat 
Pro Ser Glu Val He Ser Ser Ala Glu Leu Pro Ser Val Leu Pro Asp 
960 965 970 



2989 



tea get gga aag ggc tct gag cac ctg ctt gaa cag age tec ctg gec 
Ser Ala Gly Lys Gly Ser Glu His Leu Leu Glu Gin Ser Ser Leu Ala 
975 980 985 



3037 



tgt aat get gag tgt gtc atg ctt caa aat gta tct aaa gaa tct ttt 
Cys Asn Ala Glu Cys Val Met Leu Gin Asn Val Ser Lys Glu Ser Pbe 
990 995 1000 1005 



3085 



gaa agg act att aat ata gca aaa ggc aat tct age eta gga atg aca 
Glu Arg Thr He Asn He Ala Lys Gly Asn Ser Ser Leu Gly Met Thr 
1010 1015 1020 



3133 



gtt agt get aat aaa gat ggc ttg ggg atg ate gtt cga age att att 
Val Ser Ala Asn Lys Asp Gly Leu Gly Met He Val Arg Ser He He 
1025 1030 1035 
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cat gga ggt gcc att agt cga gat ggc egg att gec att ggg gac tgc 
His Gly Gly Ala lie Ser Arg Asp Gly Arg He Ala He Gly Asp Cys 
1040 1045 1050 



3229 



ate ttg tec att aat gaa gag tct ace ate agt gta ace aat gcc cag 
lie Leu Ser He Asn Glu Glu Ser Thr lie Ser Val Thr Asn Ala Gin 
1055 1060 1065 



3277 



gca cga get atg ttg aga aga cat tct etc att ggc cct gac ata aaa 
Ala Arg Ala Met Leu Arg Arg His Ser Leu lie Gly Pro Asp He Lys 
1070 1075 1080 1085 



3325 



att act tat gtg cct gca gaa. cat ttg gaa gag ttc aaa ata age ttg 
lie Thr Tyr Val Pro Ala Glu His Leu Glu Glu Phe Lys He Ser Leu 
1090 1095 1100 



3373 



gga caa caa tct gga aga gta atg gca ctg gat att ttt tct tea tac 
Gly Gin Gin Ser Gly Arg Val Met Ala Leu Asp He Phe Ser Ser Tyr 
1105 1110 1115 



3421 



act ggc aga gac att cca gaa tta cca gag cga gaa gag gga gag ggt 
Thr Gly Arg Asp He Pro Glu Leu Pro Glu Arg Glu Glu Gly Glu Gly 
1120 1125 1130 



3469 



gaa gaa age gaa ctt caa aac aca gca tat age aat tgg aat cag ccc 
Glu Glu Ser Glu Leu Gin Asn Thr Ala Tyr Ser Asn Trp Asn Gin Pro 
1135 1140 1145 
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agg egg gtg gaa etc tgg aga gaa cca age aaa tec tta ggc ate age 3565 

Arg Arg Val Glu Leu Trp Arg Glu Pro Ser Lys Ser Leu Gly He Ser 
1150 1155 1160 1165 

att gtt ggt gga cga ggg atg ggg agt egg eta age aat gga gaa gtg 3613 
He Val Gly Gly Arg Gly Met Gly Ser Arg Leu Ser Asn Gly Glu Val 
1170 1175 1180 

atg agg ggc att ttc ate aaa cat gtt ctg gaa gat agt cca get ggc 3661 
Met Arg Gly He Phe He Lys His Val Leu Glu Asp Ser Pro Ala Gly 
1185 1190 1195 

aaa aat gga acc ttg aaa cct gga gat aga ate gta gag gtg gat gga 3709 
Lys Asn Gly Thr Leu Lys Pro Gly Asp Arg He Val Glu Val Asp Gly 
1200 1205 1210 

atg gac etc aga gat gca age cat gaa caa get gtg gaa gec att egg 3757 
Met Asp Leu Arg Asp Ala Ser His Glu Gin Ala Val Glu Ala He Arg 
1215 1220 1225 

aaa gca ggc aac cct gta gtc ttt atg gta tagagcttta ttacagacca 3807 
Lys Ala Gly Asn Pro Val Val Phe Met Val 
1230 1235 



agggcaccca gtcagtcagt cagagtcaga gtcagagtca gagecagaga aggctccatt 
gtgcagtgtg cccccacccc ctccttcagc etttgecgaa atgggtagtg atcacacaca 



3867 
3927 
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gtcatctgca agcaaaatct cacaagatgt ggacaaagag gatgagtttg gttacagctg 3987 

gaaaaatatc agagagcgtt atggaaccct aacaggcgag ctgcatatga ttgaactgga 4047 

gaaaggtcat agtggtttgg gcctaagtct tgctgggaac aaagaccgat ccaggatgag 4107 

tgtcttcata gtggggattg atccaaatgg agctgcagga aaagatggtc gattgcaaat 4167 

tgcagatgag cttctagaga tcaatggtca gattttatat ggaagaagtc atcagaatgc 4227 

ctcatcaatc attaaatgtg ccccttctaa agtgaaaata atttttatca gaaataaaga 4287 

tgcagtgaat cagatggccg tatgtcctgg aaatgcagta gaacctttgc cttctaactc 4347 

agaaaatctt caaaataagg agacagagcc aactgttact acttctgatg cagctgtgga 4407 

cctcagttca tttaaaaatg tgcaacatct ggagcttccc aaggatcagg ggggtttggg 4467 

tattgctatc agcgaagaag atacactcag tggagtcatc ataaagagct taacagagca 4527 

tggggtagca gccacggatg gacgactcaa agtcggagat cagatactgg ctgtagatga 4587 

tgaaattgtt gttggttacc ctattgaaaa gtttattagc cttctgaaga cagcaaagat 4647 

gacagtaaaa cttaccatcc atgctgagaa tccagattcc caggctgttc cttcagcagc 4707 

tggtgcagcc agtggagaaa aaaagaacag ctcccagtct ctgatggtcc cacagtctgg 4767 
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ctccccagaa ccggagtcca tccgaaatac aagcagatca tcaacaccag caatttttgc 4827 

ttctgatcct gcaacctgcc ccattatccc tggctgcgaa acaaccatcg agatttccaa 4887 

agggcgaaca gggctgggcc tgagcatcgt tgggggttca gacacgctgc tgggtgcctt 4947 

tattatccat gaagtttatg aagaaggagc agcatgtaaa gatggaagac tctgggctgg 5007 

agatcagatc ttagaggtga atggaattga cttgaggaag gccacacatg atgaagcaat 5067 

caatgtcctg agacagacgc cacagagagt gcgcctgaca ctctacagag atgaggcccc 5127 

atacaaagag gaggaagtgt gtgacaccct cactattgag ctgcagaaga agccgggaaa 5187 

aggcctagga ttaagtattg ttggtaaaag aaacgatact ggagtatttg tgtcagacat 5247 

tgtcaaagga ggaattgcag atcccgatgg aagactgatc cagggagacc agatattatt 5307 

ggtgaatggg gaagacgttc gtaatgcctc ccaagaagcg gttgccgctt tgctaaagtg 5367 

ttccctaggc acagtaacct tggaagttgg aagaatcaaa gctggtccat tccattcaga 5427 

gaggaggcca tctcaaacca gccaggtgag tgaaggcagc ctgtcttctt tcacttttcc 5487 

actctctgga tccagtacat ctgagtcact ggaaagtagc tcaaagaaga atgcattggc 5547 

atctgaaata cagggattaa gaacagtcga aatgaaaaag ggccctactg actcactggg 5607 
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aatcagcatc gctggaggag taggcagccc acttggtgat gtgcctatat ttattgcaat 5667 

gatgcaccca actggagttg cagcacagac ccaaaaactc agagttgggg ataggattgt 5727 

caccatctgt ggcacatcca ctgagggcat gactcacacc caagcagtta acctactgaa 5787 

aaatgcatct ggctccattg aaatgcaggt ggttgctgga ggagacgtga gtgtggtcac 5847 

aggtcatcat caggagcctg caagttccag tctttctttc actgggctga cgtcaaccag 5907 

tatatttcag gatgatttag gacctcctca atgtaagtct attacactag agcgaggacc 5967 

agatggctta ggcttcagta tagttggagg atatggcagc cctcatggag acttacccat 6027 

ttatgttaaa acagtgtttg caaagggagc agcctctgaa gacggacgtc tgaaaagggg 6087 

cgatcagatc attgctgtca atgggcagag tctagaagga gtcacccatg aagaagctgt 6147 

tgccatcctt aaacggacaa aaggcactgt cactttgatg gttctctctt gaattggctg 6207 

ccagaattga accaacccaa cccctagctc acctcctact gtaaagagaa tgcactggtc 6267 

ctgacaattt ttatgctgtg ttcagccggg tcttcaaaac tgtagggggg aaataacact 6327 

taagtttctt tttctcatct agaaatgctt tccttactga caacctaaca tcatttttct 6387 

tttcttcttg cattttgtga acttaaagag aaggaatatt tgtgtaggtg aatctcgttt 6447 
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ttatttgtgg agatatctaa tgttttgtag tcacatgggc aagaattatt acatgctaag 6507 
ctggttagta taaagaaaga taattctaaa gctaaccaaa gaaaatggct tcagtaagtt 6567 
aggatgaaaa atgaaaatat aaaataaaga agaaaatctc ggggagttta aaaaaaatgc 6627 
ctcaatttgg caatctacct cctctcccca ccccaaact 6666 
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